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[0422]  ZFi I JTOd FH T A A JE I B oA 24 o 75— Le st 5 S vh , g o il 24 60 3 i PO I
JE B2 M B L S AR (45, ol s P ML O Tl i 2% I T I e o Tl s g R T 22 2 I
FLRAAEER 7, 1 AN FLER 3 7K A 38 73) 5 i FCAth R o A0 (4, e 3 s 9 g G
At 5 A il B G T o A5 T 5 T 24 e 8 A4 0URE 0 I o L AR AL sk D B 2 4] o AE — L
ST 2 R DR e L B B B B T 1T R o £E — SRS 7 Fe MR TR A2 M AN DT IR
TE— S ST 7 S, i 0 B A2 AN VL RN 7 IR o 76— S St 7 2, i IR 2 B AN T AN R iy
PR o A2 — LB S 7 S b, M T IR A2 2 AN AT TR , 1 1 -3 (omega- 3) B © -6 (omega-6)
JE IR o £ — Be S 77 S, MR oL, B an g TR BT Cy - C B o A2 — L85 7 S, JIg o, 491
IR LA C, -C, o 7E B85 Jy o, SR, 01 OIS L4 C,-C, B 745t 5
e, I IS N LA C, -CBRC, -C, B 76— BEST i 7 22 e, 6 5 , 91 G i s LA
C,-C o T HE S 77 % MR AT R ELATC, -, Cm Cog Cy CognCy=CoynCy=Ce
N R e O O e T O e T e O O S e e TN S G G CYN RGP Oy
L e T e S O e N N P SN S P A P el
Cigv CpCignCiyCignliyCignCigmCignCymCignCymCignCoCignCgCignCigmCrgn CppmCignCyyCign
CyCi5nCyCisnCaCignCamCignCymCinnCymCisnCy "Cign CpmCigaCymCipnCymCyn €y Gy GGy s
CsCiunCymCpnCigCpnCyymCryn €m0y nCymCian GG B Cign By m Gy G mCpn g =Gy Gy -Gy
O T e T e R O N O O e N e N O S TR S PN R CTR R ST T
C,-C,;+C4=C,:CyC 1 C,=C )2 C,=C 1+ C,=Cy.C,-CyCy- CiC,-Cy C,-C.C,-C,.C,-CHC,-C B
FE— BB I S IR ) IR T C C s Con Gy ConCynCynCignCy o€ pgn i€y
C16‘C17‘C18‘C19‘C20‘C21‘C22‘623‘624‘C25‘C26‘C27‘C28‘C29‘ C30‘C31‘C32‘C33‘CB4‘C35‘C36‘C37‘
Cag2CagnCugnCinCiapnCipnCipn CusnCignCipnCugnCugnCagnCopnCipnCign Gy n G O Cign G OB
Coo B o AE— LBt 7 Fe M, I 0T 2460 25 g i i 1T 82 , A g 017 P A 57 s 06 1 B AT RISk Y
B SR T BOR AE —E BRI IR TR o 72— Se St 7 b, IR IR i i — Mo ST 2 B
C,-C, HEH R , JF FL— RS Bl R ELATC,-C, B I R B o 26— M55 7 o, AR i
RO L B A 11,120 1314151681 TN T 4E

[0423] 75— LUt 77 S rh , Jlig o Al 2460 2 9 IR ot o AE — LB SRt 5 S b, YRR IR o, 491 2
JI I R — A2 B A7 6 - 80k R T (6- 80 B ik # (ECN) ) o 7 — L8 st 75 S, g ot , 491 dn i
iz H.#56-80.8-80.10-80.12-80.14-80.16- 80.18-80.20-80.22-80.24-80.26-80.28-
80.30-80.4-76.6-76.8-76. 10-76.12-76.14-76.16-76.18-76.20-76.22-76.24-76.26-
76.28-76. 30-76.6-72.8-72.10-72.12-72.14-72.16-72.18-72.20-72.22-72.24- 72,
26-72.28-72.30-72.6-68.8-68.10-68.12-68.14-68.16-68.18-68. 20-68.22-68.24-68.
26-68.28-68.30-68.6-64.8-64.10-64.12-64.14- 64.16-64.18-64.20-64.22-64.24-64.
26-64.28-64.30-64.6-60.8-60. 10-60.12-56.14-56.16-56.18-56.20-56.22-56.24-56+
26-56.28-56. 30-56.6-52.8-52.10-52.12-52.14-52.16-52.18-52.20-52.22-52.24-
52.26-52.28-52.30-52.6-48.8-48.10-48.12-48.14-48.16-48.18-48. 20-48.22-48.24-
48.26-48.28-48.30-48.6-44.8-44.10-44.12-44.14- 44.16-44.18-44.20-44.22-44.24-
44.26-44.28-44.30-44.6-40.8-40. 10-40.12-40.14-40.16-40.18-40.20-40.22-40.24-
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40.26-40.28-40. 30-40.6-36.8-36.10-36.12-36.14-36.16-36.18-36.20-36.22-36.24-
36.26-36.28-36.30-36.6-32.8-32.10-32.12-32.14-32.16-32.18-32. 20-32.22-32.24-
32.26-32.28-32830-32HJECN,

[0424]  £3T 1) i J TR 6 5 0 R B 80 G O TR V0 R S Mg IO R ANV RN T IR 2 3 I M TR
MZIRIR - AE— LSt 77 S Hh , MR IR TR B A 238 32Nk I 1

[0425] W] FH (%) P AR B0 T I R 1) S 451 0355 B A B B i S - PR IR i n T IR L IR L
fRVESIR  AHETR R 5 IR AR AR R VR IR IR W AEAE IR L& R - — DU IR = /N kel —
o \BE R « =T BB A IE = TR R , A B A w5 Bk R 1 LS, 3 an PR | 1R PR \ PR
R EIR T — e BR T =R s T b BR b B T IUbE IR s T —Fe R s =R
+H A LR .

[0426] GIEMMWACHEETR L EFER TR FOR. 7 F K. R R2R . 7 HER.
11-H A TR R 5 IR L 13- FE - DU IR S AR R . 15- 3L - /N bR - Al IR
BR LT -H 2 )\ B fR R AEAE TR V19- I B - iR - 42 - O R va- VAR 2SR va- P+
—IER \2- 22 VU SEIR \2- T — b I DU AR V2 - 2T LR IR L 2 - — fe Bk T T b R A
Fine oxocol 1800f%8 (Nissan Chemical Industries,Ltd.[); =) o6& 08 145 206 2
NG D7 IR B 45 LA T e o P S e M T PR 5 14 a6 - HH - S iR L 8- FH - 2618 L 10- k- =
FEFR 12- F - DU BERR 14 - 3 -+ N heR  16- FF 3L -+ )\ R L 18- FR & - 4R . 20-
FOE - — 4 R V22 H - DU SRR « 24 - H 3 - — N e BRAN26 - FH 3 — 4 )\ iR o
[0427] &l BIANEANG BT ER I SE ) A0 454 - SR TR 2 TR A -+ ARG IR 5 - T ik
B2 AR A- T VUBRIE R 5 - T VUBRIGFR . 9- T VUBR A R KA FR VAR 6 -+ )\ BRI R il
BE 9~ \BJE IR V11 -+ \BJE IR\ 9- = T B R - 11 - =B IA IR L B i R . 13- —
T ZRIEGIR 15- —HPUBRMGER V17- N IRIGIR V6,9, 12, 15- T/ PU R R 7 i R L 0
JPRIR - Ml 12 L B- 2 A 2 < 6,9, 12, 15~ J\BRDUMG R « + )\ B DU A2 .5, 8,11, 14- —+
BRVUISER . 5,8,11,14,17- R ILIER7,10,13,16,19- —+ "B ILMER 4,7,10,13,
16,19- =+ ZHRNIHIRESE

[0428] & (1) R JE M T IR I SE 9 Lo - S22 HAERR ca- R B R 2 S IR o - SR AR R v o -
FRIMEIRIR o -F2 Sk AR sa- FRREAEAETR (9- 7R3 - 12-+ )\ BB IR « BERR VIR <o - 32 3L 1L
IR 9-F - e -10,12- + )\ IR IR % 43K JE IR (kamolenic acid) HELLEEIR
(1pur011c ac1d) 9,10- RN AEER . 12- FL HL i g e 2545

[0429] &R Z RIS B RLRR N IR VBRI R R O R VBRI
T R %\é‘ 2D, L-ERIRESE.

[0430]  7E—Sbsiif Jy b, BERH IR T ER ML Ik H N IR - T 1R VJKIR IR R IR ¢ 1R . T
FR VISR T — iR « HEERR . T =W lR N S5 IR T e iR AR AR IR T L iR IR IR L -+
JUGERR AEAETR ke LU AT R = T =R s — U RR s = Tube R IR . — &
FElR TR  — T LR = TR =T bR =+ R = =k R = PO KRR
=R E AR = EkR e =1 SR .

[0431]  FE—Ssjf Jy b, BFFh IR T R S bk H o - ST RRER « 1 )\ BR VUG IR - — 8% 10
BE b TSGR IR v - IR -y - R A AR VUG TR L - R DY IR TR
FRAEHER « Rl IR « = TR TR RO IR L B Sk R L Y IR« A TR KB TR (mead
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acid) & FIRIE (AT ER (bosseopentaenoic acid) MR (ozubondo acid) ¥
1% (sardine acid) B ER (herring acid) « -t Bk /NIGEREL — -+ VU bk L5 R , 5 55— B
AN AN Z AN FNHE B -

[0432] 7 —Esj 5 EH, — FhE B Bl ol 5 2 06 75 MR T IR - 45 T e 0 75 I W B 1K A
s (8 REAE 5 8 3 0 0 AT 24 R B A G SRR IR , mT DA 0 BT A JF B9 B AT 25 96 97 s A
TE— LSt 7 S, % M R 2 3k E Pl DL R ZH B ZH ¥ n - 6 8n - 340 75 i U R < SV JRR R
Y -ERRER -y - YRR AR AE DU R VB B R R . 1 Bk G RN - 612 o - SRR IR~ 1+
J\BRVY AR V20 4n- 3R PR TUG R - — - iR T Rn - STREL — T Ak /N IR TR -

[0433] L5 5 &b , b 5 B A ST ke 5 4 - - 7,10, 13- /N =06 R v -
TERRER )\ B VUG R - — ik =& IR« — Tk DU IR « — ik TR (EPA) T ik Tu ks
B . RN EEER (DHA) -+ DUBR T R « DU B 7S 15 B8 R 3 R o 7F Hodth 52 it 7 &=
o, B DT RR A F =ik LR TR - RS A IR B 2 R o i D77 TR ) L Ath S 491 0, 5 4 - i = -
7,10, 13- 75Nk =GR o - W IRER (ALAB A - -9, 12, 15- -+ )\Ik =G ER) 1\ ik VU & R
(STDE 4>~ MiixX-6,9,12,15- 1 \BVUMGER) « — Ak — 4R (ETEE A -k -11,14,17- =
Tk = HEIR) kDY AR (ETAR 4 - K-8, 11,14, 17- = PUIGER) « — T Bk TR IR
(EPA) \ — -+ ik Tu)& R (DPAEEIMER Bl 4> - Ini=X-7,10,13,16,19- —+ iR . =+ =
7S HiR (DHAB 4 - it -4,7,10,13,16,19- -+ “BR/NIEER) VU F IR (4 -t -
9,12,15,18,21- WS IEIR) 8L T PUBR S IE R (e A fRei4x-ia-6,9,12,15,18,
21- = VUIRIR) o fE— LSt )7 2, IR TR A2 Th BE AR T IR , v a1 -

[0434]  JEWHBREE(E L BEN K E LA IR KA, H H ool AR PE 8 7 I B an Ji 5 2 HE H
K8k

[0435]  JEHENRNTIR (SCFA) A& B A LA iR g DT lR (40, T IR) - £ — st 77
Fr, I 0 R R B A — PSR ST M A2 SCRA . 7E — S8 S it 75 = vb, g B R Hh 1) — b e 37 b 2
SCFA.

[0436] R EEARRTER (MCFA) E45 B 296 - 124N B5 0 HE T R » 3 mT DA R i rb e H v = i - 75
— LUt g ZE R, i R AR A A RO ST S RMCFA . 7E — SE 5t 5 2 Hh , i 8 A 1) — bk
A7 FEMCFA

[0437]  KBEARHAER (LCFA) G35 HAG 2913 - 21 /NBR 1) HE B R o 76 — BB St 7 2270, g i R
()i — AP 7 b AR LCFA o 72— Se S 77 22 R, i 1D R Fh 1) — Fhop STt 2 LCFA

[0438]  ARAKHEENRNTER (VLCFA) Q36 B A 212248 24Nk (1 122-60.22-50 B(22-40
f) 1 i PO IS o A — LSt SR Hp 5 W R A (1) B — Pl ST 2 VLCFAG 78— S6 5t 7 R,
JIE W7 R R 1) — oS i 2 VLCFA

[0439]  fE—LLSifi 77 22, i DT IR H (1) — PP ST M /2 MCFA , F H —F 37 3 72 LCFA.
[0440]  y5 97 75U A~ 5P AH S 5 T

[0441] AR HEA K BH , Z PG T7 70T LRI A B AR SCRTIR kS &40 5 ) g o, 491 o H
T SO SR AR s R IR R TT AR A B E RRE TR, AR R TR
I 7R B BG5BT 75 14 SO, AN SO 1 R AR R R S A LR S T FR R R B /M 5 38 G A
T I RN, o5 VA T 7 ) B ZH SR s K, B INE ST R B A R AN RS e T B AR AL AR Y 1)
VAR T AN RS E T
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[0442]  GnASCHTR , AR BRAL T IR &4, Hod a7 e 22 b e AR Bl H 2R
[0443] JEW , BT E T A uBER B T vy 2L T B (GABA) 181t 28 HHGABA
TR -AETHAEEEY GR WITR B IR S MR 4 0% o P A PRI 52 e o B A
RN B TG I0, #42 Te AR 15 B AR AL , FF HN M s MR S N S AN sk o A B S8, T
I IXMALE], GRIZ & W 5 FE FE VI VR TG Bh AR

[0444]  BEEG Py i SIS [T B, 1 N 22 R 0 A - IR0 SR AR , 1 RGRE A4 040 3 614 A8 #4) 1
TR A A R ) S B R 1 R S R, B b A S A 1 L AR S B (3a- FR AL -5
a-ZA g5t - 20~ i) A5 DY S AR R 5B (5a, 3a-THDOC) 78 24GRA A 2 1E AR ¥ R 77 3 77 A= it
£ E (Bitran,D. % NJ.Neuroendocrinol 7(3) :171-7(1995)) .HiiH 2 (Perche,F.ZE A
Aggress Behav 27 (2) :130-8 (2001)) HiEiJiW & /F (Frye,C.A.Brain Res.643 (1-2) :194-
203 (1995) ) FiFifn E S (Wiebe,]J.P.&Kavaliers,M.Brain Res.461 (1) :150-7 (1988))
DA St R4 R H o b4, a2 B L AR A F7E sh s B v & 43 20 78 73Uk SE (1, Frye,
C.A.&Walf,A.A.Horm Behav 41 (3) :306-15(2002)) , 3 HLAK/KF [ ) Z2 o BE Wi 5 5 Fh 4L
1RS> (54, Anréen, L. 25 APsychoneuroendocrinology 34 (8) :1121-32(2009)) .
B AR, Zbe w8 S AR VR T O 4 UE BA X 2% i 20 05 s B RRARAE (81 2, BT 7R 2K i R
(Alzheimer’ s disease) M4 #% (Parkinson’ s disease) % K VEMEAL . JE S - 7o CHY
(Niemann-Pick Type C) \JEPEXAHICE B/ HBF I LE S AE (FXTAS) B PRI M AR 295 B 45
SRR (BFE AT R 2K 25 7) Aty (Trwin, R.W. 25 AFront .Cell.Neurosci .8:
203. doi:10.3389/fncel.2014.00203) .

[0445] {HJE , M i1k 5 2wt m, i HBRAG ZmEYWHA HE (Rupprecht,R.
Psychoneuroendocrinology, 28 (2) :139-68 (2003) ) . [&l it , 75 = B A5 HGEE R A A FH T
T A H A T ek AU A ph 2 S 4 (51, 1 2 o B ) i 245

[0446]  fE—RLSIt T 2, A~ JFR N B AT 245605 1 B ph vl M S8 A, 138 ) 22 e I 25
SE B R 22 0 B R 3B - S A S A e B 3R R e B A AN 21 - R Il A o B B 1R VR 9T
A BUA ST A T I ARG 7 7 o 7F — L8 S T 2 v, AP vl P A e | ) 22 b I P 2 1 - 52
e 2 e B B

[0447]  AKSTATFHIMEVI T FHTIEIT 22 P i sl = — Fhal 2 Mok, G3E 490 = J 400 AL
(Osborne,L.M.%Z& APsychoneuroendocrinology 79:116-21(2017)) -41HB (Almeida,F.B.
£ ANeurobiology of Stress 12(2020)100218;Melon,L.ZE N Front.Endocrinol.9:
703. (2018) ;Almeida,F.B.% APhysiology&Behavior 194 (2018)246-251) £ & (Schu
le,C.% AProg.Neurobiol .113:79-87(2014) ) - J& & - 5 5 J73 5UHH 5 1) 41 28 F1 B 4 S IR
(Griffin,L.D.%5 ANat.Med. 10 (7) :704-11 (2004)) B FF S84 Rogawski M. AL 25 A
Epilepsia 54 (s6) :93-8(2013)) ; Ba] R A UF BRI  IH 4= %95 « 2 R AEAE L L JE 2 - UL 7 CHY L Jifg
PEXAHOC R B /L3R K P28 A AE B SR ME & 5 i & /E (Kaminski ,R.M. 55 A
Epilepsia, 45(7) :864-867, (2004)) 2RI Mk #5i4% (Irwin,R.W. 58 NFront.Cell.
Neurosci.8:203.doi:10.3389/fncel.2014.00203;Irwin,R.W.&Brinton,R.D.Prog.
Neuobiol 113:40-55(2014)) o #2252 )y S, ASCHRAE 1 F TR M4 0 B 2
J7 % 5 BTl PR 22 95 95 89 BB G 4n 7= Js 4R IR VB RS JE B - DL v i IR RFSDIRAS (B R
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DHFERIF IS AR 2 R MEREAY, L JE 8 -UT suCRY L Jfe 1 X O 72 B/ 3L 0% 2k R 23 B E i FR G
YRR IR R AR BB PR A 35455 , BT T v L FE R0 A TR B 2R 3 it A R B Ak A
Yo

[0448] 75 HAthSZiti 7 R, AR BB AL 767 BRI e o Z e feh 2 S 4 T 3] 7 e ) 1)
TP SN2 A fd B0  JohE B A8, B pR 2 Joe P 20 55 4 4 ) 2 e Pt R 5k = 51 76 ) 92 T
JiE B R 5 v, AL WA 7R B 32 il A R BT A TR G AT 2

[0449]  FE—LLsfif 7 S v, AR BHAR AL T VA TT GABA K DG e B R I U7 v, oA
Fh 1A 75 B 320 it A RS I A TF IR RG24

[0450] £ —uusiji 7 & H, AR BRER A T VR YT HHGABA W& A AN 2 512 15 T iE B A
(51, FAFE A 75 B0 52 i A R BT A FF I RE AT 24

[0451]  7E—S sl /5 SEHh, JC08 TR Bl JR I 1 7 S AV VAR 2 S AT AE  XURE s Jak
Bt 15 S B i 2 RE Q15 Ja DL S (PTSD) &Rl AERESE  (PMDD) (& RTHAZE S E ) iz
FERERE 2 MR BRI S (SAD) AR AS AR EE AC 2 Ok L B B 52 1 22 | JE 2 - UL e i C TR B A
IR 20 B B AACRE IR, T AR A 1 SR B IR A 03 i A NMDA ) REJRR it Sk I 00 FF 220K
A BERR P AT 0 AR  MEVEXZE G AE 55— Fh 254 (W I HE % (finasteride) 81 75 —Ffi5a
I JE BN 170 55 I AR A PCDH1 922 P4 J L 2 80 P ) B B A ) 4 A 0 B8 Bo] /R % T R o
TE—SLs i 75 b, I T SR A A I AME VA MR BF S2IR A4S (SRSE) , — Rl ™ BRI A2
2 il PRI R A o 72— e STt 7 S8 H , P P E BB R S — P 254 (9] a3 A0 A g B¢
5 FhBaid R BN HIFA) 75 T PIAR  7E — Le S T R, B R S AR 2 R
AR o B A

[0452]  7E—S sl /5 S P, 008 TR Bl JR O 1 7 S VL S AR 2 SIS AE L UM s JK
B fi L C2Y J& 2 - T B o3 S0 < 5 A 2 7 B SR FE 0 R NMDA DI ek i o 7 S AR A4S L
G A% J9 BB IR U BRI o 7E — L STl 7 S, U 5 SR A S HE VR R U $E SRS
(SRSE) , — ™ B JE 2 AN 52 42 bl 1R e A

[0453]  7E—esjii 7 R, AR BHSR AL T —FPia TT FARTE L8 B AG (f9) o, B R HIARAE XL
FETRE BRI AG 22795 1t 1 Sk 15 (SAD) I PRV 1% BRI A5 20 17 45 R L RF S PR SIS A IR
18 28 < PR AT L 5 = 520 A OC IR 77 Ja #RR) AN/ Bl £E RECRE (] 4 , 02 e 15 A1 610475 J5
LIRS 14 77, AR A 7 B0 2 it BT A R G R RT 2

[0454] £ —LLSyti Ty R, AR BHSR AL T — BB IT 2 K M AEAL G455 1 I AR R R
L R B AP 975 22 VA0 B e )45 B S5 00T ZR R g BRI (AD)  BRF 4= AR5 (PD) AHK
(1) I REMHE A F2 15119 7 925, o B0 48 ) A6 75 ZE 1 32 30 it FH BT A TR B R SR RT 25 . 2 0L, 49l
Psychiatry.20104E11 H15H ;68 (10) : 956-963, 1% SCHkH 4 SCHR I PL 51 I 7 I .
[0455]  FE—Mesiujii 7 S, AN BHFR AL T — Fhod e 52 (0 4R 2 98 0 1) 32, LA FE )
A T B 32 i BT A T BN BT 24 . 7 — S8 st 7 R, 2 B ADEPD . 2 I, 5]
41,Canelif YilmazZ: N\ ,Frontiers in Neuroendocrinology,https://doi.org/
10.1016/j.yfrne.2019.100788, Z AR 4 SCRFIELL 5] FRI 77 20FE N

[0456] Wi ZA dw B R (ALLO s A5 B ¥ 0 s SAGE-547) B i 1F 76 5 95 4F A 72 J5 304 (1 16 I
(NCT2614547 ;Kanes,S.%% ALancet 390 (10093) :480-9 (2017)) .

[0457]  #F—LESLhti 7 =, AR AR AL 7 — MG T 52 R I MG PR XZR-GAE BIUE M XA DR &%
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EAER 7, FALFE R 77 2200 326 Tt FH i A T B G Bt 24 o £ — L8 ST R b, Ak A
FEt T — P67 52 B e XSRS AE 1Y 5 vk, AL RR 1A A 7 B 523 35 e FH AT A T g
AT o A — 2850 7 B, AR IR AL T — ME T Sl I WX G SR B AR 7 v, T
BLFE W) A 7 2 523 Tt FH A A FF B I R 24 o £ — SL St 5 2, AR B SR At T —Fih
I7 52 R T a1 XAE O R B/ L 50 R TSR G R 7 v , LA n) A 7 20 523 e FH B A
[P NE AT 24

[0458]  #F LSyt Ty R, AR AR AL 1 — PG T 32 i3 1) 8 AR D T e i 1 T
2 HALHE ) 75 B 5235 it F B A FF B I AT 24 o A — 2850t 7 S8 HR , SR o A A = 1
S AR KA o AE— BE STt 7 ST, T T AE A ME VA PN A o AE — LB STl T S,
ok T i A R 457 BOIRAS o 72— S STt T 22, TR T hE A2 T TR A, B G AR AN T80 ok 4 282
RAS VU A AE B 2R B A E I BAR SR B FE AR AN PR 0 B - B 22 ORRAE) B &
YEVEBSr  URkh ) i AT & Mmie & A - e S S I 0N R AR R pis s i (B2 2%
G314 IR AR R P CINRATE) TR AR UL 2 14 50 A o

[0459]  #F—HEsjti 77 R, AR BRI 7 — iR o 32 A I B R A 1) TV, AL
7] A 7 B0 52 3 e A BT A ) I 0 AT 24 o 7E — e S U7 R, BB B Ik B 2 R MR
1 PR G HE 2 LA 98 R T B8 28 - S EREEUE B R 2 VT BRI A ITE AR
'S AR BB RS AR -EFIZES1E (Guillain-Barre syndrome) -3 #8 #5 AH < B £
H AR B R - 5 B -5 (Charcot-Marie-Tooth disease) 3EAT M2 2295 .
18 14 98 4 i B 1 22 1k o 22 AL 25 i ) 2R B4 (ALS) o FF— S8 STt 7 22 v, it il 4 0 1
e 2 KA AE— BTt T S, 2 R MR EAL S 5B K R R A 22 A PEAEAL (RRMS) Bl & 1
HATYEZ KRR

[0460] 7 —HEsji 77 R, AR BRI 7 — iR o 32 i A I VA I A I AR ) O v, A
FE 1A A 75 B 523038 it B BT A TR i PR AT 24 o 76— S8 S it 7 S, T B ARV AR RE 3% B VA
(G (Farber disease) s 5ei{H%% (Krabbe disease) <754 B (Fabry disease) . 2 ff i)
i (Schindler disease) GMIFHEZ T H HRUTARAE . GM2HPLL T H AR UTAVAE 78 - B% e
(Tay-Sachs disease) .Z=fEEE K (Sandhoff disease) . XK (Gaucher disease) V&
AR M R I B SR = 5E  JE 2 - 2 509 (Niemann-Pick disease) - i g 975 « o 44 14 i 1 i
EIRAR R EIZEEE (Hurler syndrome) . jiti 32 EQHE (Scheie syndrome) ik /K - Jith 3
IKZEEE (Hurler-Scheie syndrome) - FHFZEAE (Hunter syndrome)  EJE R LR A 1E
(Sanfilippo syndrome) . IEH LA Morquio syndrome) « 5 5 FE-Fi K S 1E
(Maroteaux-Lamy syndrome) i34 & 1E (Sly syndrome) 3% BH Jii 5 il S5 = i | P YRR I
FRURE S TN B R ER 4 FE B B = iE  Kh AR 25 A LB ZRE AR 2R SO BF 0 B 48 R DT AR URE IR R 2
% Wolman disease) sa-H ZHETFIAURE B H £2 0 1 I ARE L R A 2 10t 180 B8 G PRORE A
FEHF I ARE e 2 BRI AUIE B0 1 BB AN A MV R AU (Salla disease) <22 LUFES
e Y IR I AR 095 L 2 D15 (Pompe disease) <IA AR (Danon disease) - JJH [ B B5 VT ARAE A it
PRI

[0461]  FF—HEsji 7 B, AR R4 7 — PR IT 2 i RS RGURRE 772, A
FE 1A A 75 B 523038 it B BT A TR i PR A 24 o 76— 2882 i 7 R 7, f 8 RGIRIE & %2 /R

S 255 1E (Angelman syndrome)  Fi 454 & 1F (Rett syndrome) {47 FH i & 1E (Dravet
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syndrome) &1 - INETFEZEE1E (Lennox-Gastaut syndrome) B¢ HZ PR - £ — 18
SEE T R, S RG IR & DA IR 2 SR EAE RS B B LR AR AR — LS
b, WA RGURIE 2 AR T SO - I G LR -G AR Bl 2N -

[0462]  fF—HEsji 7 R, AR BRI T — a3 A I B R P RS 1 702, LA R
B 75 B 233 i FH BT A TR R R AT 2 o 48— S8 S it 7 S8, B AR PR A 4 T S KGR ok
T 98 o AE— LS Ty FE A, BRI A5 A BH ZE e I T I BT 45 L R AR B AN T R 2% B 1LE

[0463]  FF—HEsLji 7 =, AR IR AL 7 — PR T 32 iR I 1 R R T 32, FL AL EE )
A T B 32 Tt I A FF R R 24

[0464]  FF—HEsLji 7 R, AR R AL T — PR T 32 iR AR AR I O v, s R
A T B 32 Tt FH i A FF R R 24

[0465] LS J7 S, Y0 T 7l A2 D02 2R I Bl ) 22 e e I

[0466]  2.5E X

[0467] A A ST IR AR TE A AU I8 HOR N SR B (R SCHR tH 108 LA T
fiERE H AT A~ JFRY 32

[0468]  GnASCHT A, 240 e SE i & ARRLI [E] REE AEVDTE M. cLogPEH 4
EE B B3 B L ), R T 2407 AR S ) A B B (L BE = 2096, 7E —SESERti T = £
10% , #£— B85t )5 S 5% , fE— 2Bt 7 SR rp £ 1%, £ LE50iti )y S £0.. 5% AIfE
— e B 0. 1% AR L,

[0469] WA SCHT R, RiE “VGJT (treatment/treat/treating) ” &8 UIAS SCHTIR 1 4% )
12 HE AR P B RE B — Ml 22 B bR AR A A E A i Lk o A — e S T SR b, AT RAAE
— Pk 22 PR IR R R fa it VR IT o AR AR S T R, AT DAE A R AR DL T it YR IT
B, v DLAEREAR AR B, B AR Fhi bR 5 A0/ SR 18t A% 3 Ath & J86 ] 25 6 5 S 1 it
FEIT - AT AR IR VB J5 4k 223697 , 4 o Pl B iR Fo 2 %

[0470]  GnuASCHT A, ARIE “BE B S 48 R IR AR R SR B K AN /B8 B P G 7« vk S5 )&
A A SR ot AE — LS T B, 4B AR AT 25 i, Sl R i S6TIE A ) H i =
B ALk b i T B3 A G BB AP, S T BAR I o AE “H i 2 fe v (1,2,3- TN =19 515
J175 T2 8 H AR I J P T 35 T s P 1 EL AR RR DA o 2 v o an SRASCH B — AN B A R
FR IR AL, T 77 A “H B e s an SR N7 Bk AL, )= A “H S 8 s an R H M B A =
AL B ERYE TR T ER BE AL, W) <77 A “H I =8 B = IS H W R A R AL B A A
FHIF) P I T R D) ek B PR o T 517 5 B D SR S AN R IR T R , WK A YR A7 o il 32 5%
(P14 i 44 9 sn-1.sn-2Hsn-3, HoAdsn- 247 T+ [A] FF Hosn- 1 flsn- 347 F H il i) R i o
(04711 RARAFAERTJANNE 7 3 B2 ol H v = BR 2 B, w34 I 0 1 22 ik 2 v DA A ] B8 m]
PAASFHIF] o ARAE B H 0 = B8 (8 “LCT”) 2 F8 & A ik 124k i 1 140 I Joiy R 1) 17 B2 AR
HrH = s (KREER TR, “LCFA”) , AR TE “rh B H iyl =B (B NMCT”) 28 S H 42124k
Ji - 1A i 0 T ) 7 AR H V=R

[0472]  OR1E “ECN” 8“4 B A &0 & Fa H i s 70 1 10 Ik S 4 v i I 1250 S 0 ol — A%
HekG (KR AR H Ih e A2 — AP & A 3 B A 16/ 5 i 1 0 I 22 14 15 5 H vl = i , FLECN A3
X 16=48, 5z, ECN=40f) H it =F5 ] LA A8, 164116510, 144116 ;8. 14 11855 ] “JR A"
P BB B o R IR AE R VAR TR E IR R 27 “IR &7 BE R —H i £ 8 EEAEA S
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LCFA AIMCFA. P51t , ECNJY 24 - 30FK) = 5 H il 3 1 B TP BE IR , 1T ECN K T-4319
=R H R S KA AR IR - ECN A 32- 4211 = I 38 H yH & — PP el FFMCFA
FH—Fh B B FPLCFART 25 LA “TH 78" H i — 15 . ECNTE K T30 2 /N T-48[1) Ju il P i1 — Bk 2% H
B E AR EIR GV R AR BAGKR AR RR A =W H i i b
TRLF i g e s AE A S B AR BN R R, 0 A RERR BT R -

[0473]  WASCRT A, RiE “H IR EER 2 a8 E I it 2 — 13 5 28 AE N
H A AR 51677 AR R g AN B AN A 5 4y, e AR R 2 G S 595 T )
(PRI AR E o H MR ] 1 S ) 48 (AN PR T AL M R (4] L 0S4 1 P e i T R
FeAnl B PR A R AR (R4 e)  H PR AR SR ] O PR L R i F R R 4] R R B
56 i 2 T RN — FH 6481, B2 - FR L ORI U B FH R IR (2-HPC) H R g ik [« A4 2 snir 2 K
fth & 3E ) A R E ], 4 nC . A Blencowe s A, Polym.Chem.2011,2,773-790 FIF.Kratz
£ N\ ,ChemMedChem. 2008,3 (1) ,20-53;Huvelle,S. 25 A\ ,0rg. Biomol.Chem.2017,15(16) ,
3435-3443; flAlouane,A. % N\ ,Angewandte Chemie International Edition 2015,54
(26) ,7492-7509; LA M Levine ,M.N.%% A\ ,Chem.Sci.VL-1S-3(8) ,2412-2420 pTik ; B4~
I A SCRp IR A 51 I 7 9F

[0474] 4R SCHT L, ARE “YRIT 7 L LGNS PEA L TSP B2 )7 AR 2 2 T
Witk 2R G 5% 3 AT AR IR 97 SR B8 CRrEd) 5510, 45 4n , 4 7568 8 1 Mot B (F91) 4, 55 ik A T
RV IT 7)) DL G i sk AR, 8 G 25 e s Ath 2518 , BUOR T FE RS R 40 o B AT 8 )
(04751 2 BH B I o AT 24 A 400 B0 3 A SC0E o ik 1) I, I HLIE I A SO A R 20
PR ANFh Rk — Ul B o an AT A BRAE S5 A BT, 75 W BL R 58 SOREIE FH o X T A % B
H I, 88 o2 R AL A BT, S5 98RR S 22t & o LAh , B AL 22 10— fik i 2
#iA T “Organic Chemistry,” Thomas Sorrell,University Science Books,Sausalito:
19991 “March’ s Advanced Organic Chemistry,” 555K, Smith,M.B. flMarch, J. %%, John
Wiley&Sons,New York:2001H1, HeAx N A HF LB 5 I 77 UFE AN

[0476]  4nASCHT F, ARVE “NEi” B MR 2 18 e AW ME & A — PNl 2 A AME AR T
() B4 (RIJG SCHERY) BUSCRE , BB BRI R B , B 58 B AL & — N B2 A A H Al
B ITTAHANIE 5 R B B A R BRI (TEARSCHR AR “BRIN” L IR 2RI B0 “Hhe k™) , H
S PRI HRE S BA R SERE RIED AU, SRR S A 1-6 M RIRR IR 1. £ — L8
ST = BRI B -5 IR IRk I 1 o E HAR St 77 28, R IR 36 5 1 - A e T ik i
T AEH A SE T T e, IR B A 1 - 3 R ek S5 1, 1 AE H Al St 77 S, I AR & 1 -
2R TRAR S5 1 o A — RSt T S, TR (BTN B M 3E”) R fe e A S A
Bl AR ITE R 55 10 B ERC, - e 3 5 T A AT M A
[0 JIE I R A5 E AN PR T BB S AR B e I i L ik S IR &, 9l tn B
Fidik) Jedk . AR L) ek al (Rbe ) Itk

[0477]  WASCHT H, ARIE VR B RG24 WA R G, BIBR PR B3, 10 F Bk
HA AN DN AMMETT, 23 RS NI 8B — A2 LR R T B, 1%
ARAEAFEALAT VIS, B A0 B & BUIRIR A SR A ARAE “Z XA A2 XA 1)
TH, R AN TR E AT XA — AN IR S 2R R 7 AT DLAEAE T3
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HERAL I HAT AR, IF HaT Lk B 2 (B 4EN- 2 ) VR B (BRI 2, 7 sk A
PR ER) B (BLHE R 2, 18 R R £ AN IR £h) B 5% o/ — LB S Jy S8 o, XA S A A
AT-12 AR 510 -4/ R A7 3 308 B 20 S B ) 248 BR T o AAS ST F, AR “HRIEXUA” &

FEAT D DFIAETXIOA R, RIBRIA BRI, LRI B 70 AN AT ARAE TUPACI RE X,
M TE SCRER IR T BEBCE S Sk 0 SR T B i o R R B =AEE 2 A E R
i NEFRED A RIAET B SR T AL LSty &b, MR XA S B A T-12
AR G AN0 - 4 JH S G R SRR 1 2% i1 o LR SRR OO 22 P A A A0 5 Ak T
FHI, JF ELAL 3 T 1 270 S (0 A8 8 I (A1, e rp g A i TR A A Al B BR B U 1Ak 5 70 1
I AR R 3 AT o BR AR T3 Ud B 5 75 JUPHRI%E XA 2k AR B e — A B0 22 A i 0] I I 32 i R 1
AR HE A o e A B 57 8 1, 73 XU 5 [T ) AR A ) DA ) UM 228 5 BB o 7 81 12 XA R
1

m 0 0500 § 76,0 0

[0479]  JRAGIE MR B2 WA ELHE -

bbb ks

Q@EOUOG
wr @m@@ @ @O

[0482]  Rif* 1EEQ&Jﬁmﬁ j:EICI 45%1%&3'2’?5?%?% AN BIVE AR e A2 H 3k L 20 T 3
FERFE TR T ERRUT 2

[0483] R R AU R R et e e RIE T BURIIC,  EAE B B hdE .
[0484]  RE“IR R 17 A FR O A Bt A B R (R S0 I e e F) A A SR AL T 3K A
Bk U = AT 2B A AR TR, B AN (An7ES, 4- 5 - 2H- g k) NH (i
FERERK e ) BENR (ATEN- UK LIS Jre ko) ) i) —Fhal 2 i
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[0485]  4nASCRT L, RIE “AHA” B0 B — e 2 ARG,

[0486] A ST F ARTE “rC, o (BRC, ) MU AT AN R B BE B S BERR B 2 1R AN As 3¢
Fr 5 S T A B S ) AU P e s ST R T o B

[0487]  RifE “Wihedk” /i A btk “Whe R BE” 2 R & B, - (CH,) -, Horbnsg IR %
B ARIEL1R6. 184123 1228028 3 PR K W e 2 i 2 H A — AN B AN T LS T
A2 A ) 50 Y 2 o 5 3 T A R B 4 %o DA T BUA R I T 2 R 1) A

[0488]  ARuE “WEMEHE” R T8 00 I 5k o B G SR B 2 & A 2 /b — AN RUBR ) 3R I HH 3
Horp — A2 AN AR 9 BTSRRI B HE £ 6 DL A IR e S i 1 7
e

[0489]  RiE “xi 27 £ FEF.C1.Brkl.

[0490] B FHERAE N A AE “O5 Je 27 | 05 b S 87 B 05 SR AR e L H ORI A I — B 4y
S FRARE “J5 387 2 48 B S T 2 VU PR R B BRI BRXGA RS &, Hodiz R4+ 22 /0
— ARG, B ZRE TN EH 3BT ARE T5 5" 7T L5 ARG
U7 HEIN” H AT  AE A R B ) B e STt T S, O AR R AR T DU A — A e 2 AN HU
()75 I R4, HAAFREARR T3, ORI (2558 VRS AR SO L AR R TR 05 287 I
e 3 H A 75 3 5 — AN AR A A 1 BE T, 8 anefiips A | AR OR —H BRI iR g 2%
WV f s FERE SR E Y A 25 5L A .

[0491] B At Y BIC A Dy B ORI 23491 ““ 2 5 Joe 8™ B 2% 05 Joe SRV 1) — B 7 I R “ O 05
F AR T -7 e AR 10N IR 1, LIS 6 BN IR R 1 ZE MR HE A H HL 56 . 108 14
A I HER TR T2 ANE B — R AR TR B RE R JE T R A A,
F HALFE B IR AT A AT 2 DL B U AR AT 228 A0 3K o 05 SR B0 s (HAN PR T8
Wy 25 LI 5 Ik g i (DR e 5 | bt e o | e e | U A S WA L | S I IA L I A R IR
B | SR e g e L IV R | A PR L | W E L | MLk PR L | M| R i | I RA L | R BRI g
B WA ST, AR 405 527 A I 07 -7 i 3 Hodh - 05 A & B — AN s 2 AN 5 28 IR
JOREG A PRI IR b1 SR (4], e A 22 A B 4 ST T 4 0 BA L o AR FIR i) 1 S 45 45 g W 2k | S g
IR 3 R S M Wy K | O SH PR R s | R IR R s | i s | DR SH DR e | RS R A R | R R
S W AR | S bR | TR s A A I | e R | AL - AR IR s | PHR MR L Y | Wy R L | gy MR
R i Wy R 5 | DU S B | DY & SR s R RTIEE g 5 [2,3-D] - 1, 4- IR - 3 (4H) - i - 2 )5 Ok
AT DAz BLIR B[] o ARV “He 05 527 0T DL S ARAE “Je 05 FLIR” | Qe B” B “ IR 05 i B A
F 5 3% BEARAE A AT AT — A F AL FEAT IR 4 AR A o RTE “Fe 05 e 87 22 $8 4k 4 05 SR AR
Joe 3, e A e 35 AR 4 5 5 e ST M AT I AR

[0492]  HOARSCFT A, RIE “Z387 | “Z 3L AL (heterocyelyl) « “Z438 3 (heterocyclic
radical)” Fl“Ze3” 0] B3, 7 H AR E S u R T0 IR ET G 210 Jo R 28 435
g3 HOMANEGE 7 A AT, I BB Tk 1 2 AN BA — A2 A ik — 2004 a0 B
NHI AR 24 T 48 A 3R I 71, AR “B0 B4 IR & il an, fE R F0-3 1Mk H
S B R 2% T R M A BRI AT BUEN (MAFE3, 4- & - 2H- e J )
NH (U 7E g e 3 ) BENR (N7EN- BRAR PRI g e 3 vh)

[0493]  JRPAWTDALE ;= A Ra g S5 48 B ATA] 2% iR - sl R 1 b 5 MR8, 9F Hon] DTk
iy B ARATART A8 5 o I S0 AT B 0 A P R 2 A 5 (] 1) SI2 48] A, B AR AN BIR - DU Sk i 23 L 1Y
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SR Iy J2 L EL P Joe I TR I 2 DL P R s VU S e R s D10 2 S R R e - S s R A
JE ORMRIE | TG | TR EE L R S SRR T S R R B B P I A
SR TN S NN 7 SN SR NI = 7 RN 217 i N7 e N e
B AL, B O AR 5 — A Bl A 55 2 2807 LB R R 5 1 2 14,
GG POR I J  SH - NI R 2 S M 2 3 i ok ol Y A R 5 23 P ] DA B PR A
) AR “ AR PP BT T T PR F IO A 32 , v b 8 0 2 AR 350 e 3 1t 94 AT 32 R
o

(04941 GrASSCHT F L AR “H 3 AR 255 2 — S XU Bl = S 2R 0 o RTE

or AR & AR BT 2 D AMBERIRL R B (HAS 5 AR WA ST RE S 97 2 828 5
oy

(04951 A SCHINA , A BA B AL & 0 ml L& R U™ B0 o — okl , AR “HuAR
()7, TEVR AU I A 757 AR ARG, R8BS G 38 B RS U
BRAE S A VLR 75 ) AR PRI 2 P AT LR 122 1 (0 A AN TR B AR R A 3@ 1 AR
I B EMEG RS 2 T MLE P U Tk B 4 e 2 ] A B R AU
I A7 LA BA QI mal DA IR A [ o A e B e A8 R A (0 4 45 DL 2 3 BIO R
E B B RIAT AL SR LE  Un A SCR F L AR “ReE 17 4R e 3 Se v L 2R s
DL AR BB S i Ty 5 P L[N AEAE AN T ASSCA T ) — A B A H I a6 R I 224 B
R E -

(04961 mJ HUACHR b 1) AR IS A& A a7 sthide B BLR ) AR BIOAR S, « 5 325 - (CHL)
,R°:-(CH,) , ,0R":-0(CH,) , ,R°+-0- (CH,) , ,C (0)OR";- (CH,) , ,CH(OR"),:- (CH,) , ,SR" ;-
(CH,) o ,Ph, HATPAHRBUAX; - (CH,) 0 (CH,) o Ph, F AT RAAER HUAX s -CH=CHPh , JL ] LA#
ROHUAR: - (CH,) 0 (CH,) .- MtmEHE, F Al AR “HUA; -NO, s -CN; -N, 5 - (CH,) ; N (R®) -
(CH,) , NR)CO)R";-NR")C(S)R";- (CH,) , N(R*) C(O)NR°,;-N(R*) C (S)NR® ;- (CH,) , N
R CO)OR"; -NR*)NR")CO)R"; -NR*)NR®) C(O)NR®,;- NR")N(R")C(0) OR"; - (CH,) ,_
,CO)R°;-C(SR";- (CH,) , ,C(0)OR";~ (CH,) ,,C (0) SR®: - (CH,) ,_,C (0) OSiR",; - (CH,) ,_,0C
(0)R";-0C(0) (CH,) ,_,SR-+ SC(S)SR®;-(CH,),_,SC(O)R";- (CH,) ,_,C (O)NR®,;-C(S)NR®,;-C
(S)SR”:-SC (S) SR° - (CH,) ,_,0C (0)NR®,;-C (0)N(OR*)R”;-C(0) C (O)R": - C(0) CH,C(O)R";~
C(NOR®)R”; - (CH,) ,_,SSR”: - (CH,) ,_,S (0) ,R° ;- (CH,) ,_,S (0) ,OR"; - (CH,) ,_,0S (0) ,R":-S (0)
NR®,:-S(0) (\R*)R®;- S(0) N=C(NR®,),:- (CH,) ,_,S(O)R":-N(R") S (0) ,NR°,;-N(R") S (0)
R%:= N(OR®)R”;-C(NH)NR®,;-P (0) ,R*;-P (0) R, -OP (O)R®,: -OP (0) (OR®),: SiR°,:- (C,,
BB EE e ) 0-N R) 5 BG- (C,_, ELBEBCC BT AedE) C (0) 0-NR®) .

[0497]  AEARIMSIHLREC _(JiEH . -CH,Ph.-0 (CH,) ,  Ph.-CH,- (5-67C7%J5 F:3F) i A
A3 0- 4SS 108 1 260 SRCERBR ) % BT B 5 - 6 JT VL AT L B 20 AN RN BT 63, i, RE A
EaRSE SC, AT BLIR *3E [ FL R R 7 TR R A 0- 4 O 1% 2 SR B
2% SR T B3 - 1270 AN L 38 0 AN AN Bl 5 2 B A BOWA , Jem) BAAREGE H = O = SHIR® (4 1 A
B J 5 0K A PR U B0 3RO de st A A a7 ide B DA (1 5 BOA Q2R AN -
%+~ (CH) , R™- (XRR") .- (CH,) , ,0H.- (CH,) , ,0R"\~ (CH,) , ,CH(OR") ;s -0 (x4RR") .-
CN.-N,.- (CH,) ,,C (O)R" - (CH,) ,_,C (0) OH.- (CH,) ,_,C (0) OR" - (CH,) , ,SR" - (CH,) , ,SH+ -
(CH,) ,_,NH,~- (CH,) , ,NHR" .- (CH,) , ,NR",.-NO,.-SiR",.-0SiR",.-C(0) SR"\- (C, ,HLHEHL L
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HE A HE) € (0) OR™H-SSR ™.

[0498] AR L HLIEHC,  ARHE . -CH,Ph. -0 (CH,) ,  Phul HAT0- 44l 7 Hhik 1 4 4k
Tt 2% J 1495 - 6 T M AN L 38 4 AN RN B 05 J6 38, F B A AR AR BRI , 5038 1 A
LI Aor B AU A B o Z O B A v A B (A O SE 2 ST bk =0,
=S, =NNR", =NNHC (0) R", =NNHC (0) OR*\ =NNHS (0) ,R"\ =NR*,=NOR™,-0 (C R")) ) , ,0- 5k~
S(C®RY)) S A HURIE , 52 B 45 31 “CERE IR HE T 1) &AL T HUARBR 1 — B AR
-0 (CR",) , 0, FL AR G AL H IR 8 20 C, SR IR B R AG 0- 44 a7 b 1 40 Sk
B SR 1) 21 JE 7 A AR B 1495 - 6 70 M AT 3 20 AN Rk 55 338

[0499]  HR™RC, JERET RYTEMMEET &R - (594R7) < -OH.-OR"+ -0 (X fXR") . -CN. -
C(0) OH~~C (0) OR"+-NH,~-NHR "+ -NR ", 8 -NO HUAC , H & AR ik 5, AR -
CH,Ph.-0 (CH,) , ,PhEREATO- 4/ ik % BRI 24 J 519 5 - 6 e AN & 20 AN T A
a7 HEIA, IF B AR R AR IR A s 1A o A o B A — e A g AR
[0500]  A[HUAE FIOAE IR EE Ak 71 9 —R . —NRT,. —C(O)RT. —C(O)ORT\
~C(0)C(O)RT. —C(O)CH,C(O)RT. -S(O)R". -S(0):NR',. —C(S)NR%. —
C(NH)NR'; S-N(RNS(O)R"; 3454 RO ZEC, (g ARIURA -OPhai A
A 0-4 b ST % G SR AR 2% SR T R BURCAR) 5 -6 TT AN L 8 AN RN B0 BE 30, Bl
PSS I RT 5 H R R T — R R R A 0- 4l S7 vk B 2 A BRI 2% R 1 1
ARBUARI3- 1270 A 3 4 ANV RN 05 HE LR B 0OR ; Horp 2 RT2C (SRR, RMEEHE
R -RT - (KR RT) -OH.-OR™ -0 (B fKR") \-CN+~C (0) OH.~-C (0) OR" - -NH,.-NHR " -
NR ™, 8 -NO, AR, Jepr MR A2 3%k H €, IR HR L -CH,Ph -0 (CH,) , ,PhERE A 0-4 M Hh 57 i
18 1 R SR P 2% T PR 5 - 6 T VLA B AN AR T B A, OF B h RN R TR AR B
o T A o R ) o7 B A — i A i A

(05011 JASCRT L RAE “Zy 2 b2 ) 37 R AR A S I E A HIN s N & & T 5
NS S L G A T B0 AN I 2 R 1 RIS i SO RS5O B A B /X
6 LU AR (10 8 8 £ o 24 2% |7 35 52 (1 £h 52 A ATOA T AL R0 - 140, S M. Berge 5 A AE
J.Pharmaceutical Sciences,1977,66,1-19 FPRAIHIR T 255 F ol 8252 10 85, BIrid SCilk
CLSI 5 2O AR AR I 5 W0 24557 LRI %52 ) sh AR RS RT A & 1 TE AL
AU LR ANBR £ o 227 b T 152 32 1 TE R IR N At ) S 1) B 3 0 (LA Bl 1 B D) 58
HUR G 2 R SRR TR R PR AT iy R B 5 A LR A LR B R 5 R IR T A R AT R
W2 BR FAIR B T IR T R HA) &6 » sl 3o A P A Qg A P ) At 75 025 A g 1 A T R B
Hoph 22 BT g2 i S A O MR AL EERR S PUR MR #h R A E R #h ORI #h R R
B ORBAIR Eh BIR SER IR Eh TR AR £ AR AR AT RRIR E AR B R 2L
THIPERRER A+ T RIR AL L RREL IR AL IR R I PUIR L  H B RR £ A b
BREE IR £h  BERR 26 IR 3h AUk 2 S 3L C IR 4L FUPE R 3h ALER £h L A RERR £
FEESERRIR #h SRR EE TR MR L T MR Eh IR #h  2- ZRMIR £ MR £ AR 2 L v
R &k FIR L AR  WUR 2R L R IRIR &6 I B IR 3 - IR IR Eh  BEIR E BT IR
B R R EERIR & DR IARR Eh (BRI AR Eh (B IR EE 0 PR B ke R AR
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IR Ah 55

[0502] 74 H3& M S ST 4 8 B L & 8 VEORINT (C, b dh) B AR M B 4 )R
B 4 SR CL AR A L VR SR LM 22 TR I Eh AR IS A I B A L T
Wi A4 E A R B AR B R AR B AR i AR I 2% o 22 it I R R 2 1 PR AR T o
(1) JC 3 4 =R A BH S 1

[0503]  BRAE S5 A UL, 75 AR SCAT IR 1) 25 34038 = e AL 5 % 45 0 BT A S A AR 481, %of Ak
S REAAR RS B S AL AR RN T ART (Bl A 52) T 35 49, AN AN XS AR A O IR AN S #4287 FIE X0 it
SRR UL R ZANER G T R o TR, 5 8 BH AL IR B — SEAARA 25 S R A DA %) B S A 4
T W S R AT LA (B G0) TRA WA AE A R B (1) 3 R P9 & B Al S Ak B 5 75 U AR B 1)
W&V A B2 S8 T SRR EE A R BTG L N o S8 BR AR 5 B, 75 W AR STl (1) 45
e BRI — AN Z AR R E SRR FAE S ARPAEY .l BEaiEA
PR BUR AR, B B C- - B SR AR B AR A i B 455 A4 R A £ R A 2 1 ) 9
P o AR A & B, X B A A ] FEAE (5 an oA B AR 5 AR ET BRI

[0504] 3. FHi& . il55) At Fi

[0505]  JbkESL a0 i Jo i 245 1) FH g

[0506] /A FF [ bk 2L 3 ) G o 1T 245 LA B B 5 A T (1) R o T 24 RN 2 2 b m 2 52 IR TR 771
FEF B AR 252 LT 2 20 A ml VR 9T 22 FR i T e B iR o I S8 597 I i %
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i AR R B R AT T
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FEA B BIRIAE DLt o £E S8 SE T SR P, 2557 B AL e e B |
THOL T it o AEHAR ST SR, 255 BTS2 I S S5 &kt
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B I A SE IR R R 12 A 5 T R o AR I A e P P SR S B 3B A T AR
(R 5R S Un FEAT I - 56 L AT IR R 2 A 5 420 P Al 2 288 2 T R ] % RT3 S 80 2 7 3 AR
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VIS4 L3 5B o A
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B IR H SR T R
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[ B A b AR PRI W o AR I I 1) 751 23 28 R Gt (LFCS) |, IR o 8 A4 R B 45 A i i) 770 T
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T TS R0 JRE S IS TR S 0 /K 1Ly B 1 B 7 R 19 348 B AR B T P K L BB ) e R T L

94



N 115348864 A W OB P 88/267 T

AL ZRUHE B A AR TR I 0 05 7K Ly AR B ek PR I 5 2R S I I 7K L B T T BR B, 1 L ELANFR
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8 s C o JIE 7 PR 0 ot S 9oy T AR oty = < R B L R = s S R L R
HIMREN s TR M - RN IR IL B, v i EAN R T Va8 W i 124 R VD U8 1 88 AV V& Vb 4
407 Cy_,, g T I SR AR LA Tk, B4 (H AN PR T B A O FHERE IR AR O IR b s R A O 0
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Fhal 22 P At Y6 97 AL A 058 B it FH B0 e STt A, B ] o AH A 5 — Rl 2 P A R
ST S VLG Tt o Bt 3 JE IR G A 245 B2 & 4 mT LA s A0 s B hnth it A L 45 0l 2 T 5
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[0547]  {RE RN Z IR TT RA)—& 0, X LLE 4 70T UL B (i JIg Joa i 25 54 &4 7 I
it FH o de Hh , 3X L5 AT DL B — R B — 3, S — A AT B TR i AT 25— iR
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47 552 (pramipexole) JR[E = (bromocriptine) 5% & A4 (pergolide) « =25l
(trihexyphendyl) F&WIke i s T8 97 2 KPR (MS) W57, & i B+Hi &= (4,

Avonex®H1Rebif®) . Copaxone® FKILHEE (nitoxantrone) ; BEWG (VAT 7, i Invb T
JlE (albuterol) FISingulair™ ; FIT-Va 7 ks /> ZLREIIF % W% 5 (zyprexa) 4k B
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i (risperdal) - B (seroquel) AR AEEE (haloperidol) s T4, i Wl Rz TS [ BE |
TNFRELIr 5\ TL-1 RA BRI REE A AR Tt M AR A 2Tk FRe b e 5 S 92 811 790 A0 B 28 401 751 3 4
I % (cyclosporin) g % H] (tacrolimus) E M & (rapamycin) % M%) IR E
(mycophenolate mofetil) \TF-HEE 5 i 2 W] B P O e  fnd e P > 0D 2 frc bt e 5 o
ZE IR T, U A0 £ Tk RELBR G B 40 1) 70 MAOH ) 77 . I 28 - Pt R 741« 125 388 3 B Wiy 751 )
S (riluzole) AL AR TG I7 oM R A 771 5 1 408 - BELIK 751  ACE 4 1) 751) Rl SR
F S A TR S 5 36 A B W 70 A AR YT 2R 259 s BT VR 9T R 0 7, R o RS [ I L IE i
(cholestyramine) « T4 & MPUFEEEF ; FHF VA I7 MBI 7], 18 W 57 JoR 28 [ B 40 (A 1
P TR AN AR K R 7 5 I B 29 ARG B 7 22 B ), 1 W 40 B 2 2 PAB O kIl 771 (RP AR /0 it
I 70)) AICYP3A4HMHIF] (154 , B BEmE (ketokenozole) MIFFEAR) , UL K FH T VAT F s Br
Fea s A 71, i i MR B

[0553]  #F FEebsiii g S rp , AR B K 4L 67 15 AL FE B0 B TR B s iRNAYR 7 771 o

[0554]  fE 75— /NSty R, A B ERAL T — BT R PR L RRE B0 BB AR AR 28 1
P I3 BT ZR R e BRI 1) i, 1 7 A I ) A e ) BB i FH BT 8 S B R I 24 R0 — ik
Z M A AR TT FIRBEAT « B2 AN B IR ST AT DL R /N T BAE P R B AL ) et
LT LWy AR S AP % 25 (NSATDS) Wil & UTAK (aspirin) A& 55 (ibuprofen) 254
(naproxen) RFEER (etodolac) (Lodine®) F1%E 3k 45 (celecoxib) « Bk AK Al

(Colerys®). ji7 i 5[ B ik Je#a  (prednisone) ik JE#A i (prednisolone) « Fi ik JE
(methylprednisolone) \EAL AT HIFA (hydrocortisone) 25 AiE4F (probenecid) - i L4 Fi
(allopurinol) JEAF At (Febuxostat) (Uloric®). fingfis fnt ng (Azulfidine®) | 5=

2ty s (Plaquenil®) fi4i i (Aralen®), FHZ B (methotrexate) (Rheumatrex®),
4 #5404 B AR i (Solganal®). i £{ 3 L 4 (Myochrysine®) 14: # 35 (auranof in)
(Ridaura®). D - % % % (Depen® = Cuprimine®) . f me 1 14 (Imuran®) £ # ik i
(Cytoxan®). % T & & 7F (chlorambucil) (Leukeran®). ¥ #1752 (cyclosporine)
(Sandimmune®). Sk & K45 (1eflunomide) (Arava®) F1 “HLTNF” 7 a4k A P8 (etanercept)
(Enbrel®). % k)& # 57 (infliximab) (Remicade®)., X F| A fi (golimumab)
(Simponi®). 4k 4 #H (certolizumab pegol) (Cimzia®)FIFiiA A B4 (adalimumab)
(Humira®). “Br1L- 17 7 0B J5 (1 # 2= (anakinra) (Kineret®) Fif44 6 (rilonacept)
(Arcalyst®). £ I 47 (canakinumab) (Ilaris®). Hii  Jak 4 & 771 a0 F69% & J
(tofacitinib) kA% By (rituximab) (Rituxan®). “HpT4H i 7 4o B ph
(abatacept) (Orencia®). “PrIL-6” FWHEERHPT (tocilizumab) (Actemra®). W& 5
2 (diclofenac) \ATHIHA (cortisone) \i& M iR (Synvisc® g Hyalgan®) | 5 5 B 471 4 1
My JE 4 B HT (tanezumab) i dE 57 4 AT & (Calcinparine® sf Liquaemin®) i1 4E 5 &
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(warfarin) (Coumadin®). 1k 75 2§ 4nih 35 #% i (diphenoxylate) (Lomotil®) FlyE R T fi%
(loperamide) (Imodium®). fH ¥ g 45 & 571t 314 JH B Bl 9% =] 3% (alosetron)
(Lotronex®) . # Lt i 4|l (lubiprostone) (Amitiza®). ZZ V524N HA . K 2 —
(MiraLax®). Dulcolax®. Correctol® F1 Senokot® . $ A ft 2 o 1§58 25 24 I R i
(dicyclomine) (Bentyl®). Singulair®. -2z 5) tnyb T g (Ventolin® HF A |
Proventil® HFA) | £ Jig?) T f&E# (levalbuterol) (Xopenex®). B G AE#K (metaproterenol)
(Alupent®) | BEFRI A EF % (pirbuterol acetate) (Maxair®). FRFRAF /b AR (terbutaline

sulfate) (Brethaire®) . 2252 Vb 3645 B (salmeterol xinafoate) (Serevent®)flfF 5L
1% (formoterol) (Foradil®). 4 iH 5 A 7 i 5 N £ VR 4% (ipratropium bromide)
(Atrovent®) FIMEFEIR %2 (tiotropium) (Spiriva® ) Wi N\ Bz Joi 5% i i o — T R i UK A
(beclomethasone dipropionate) (Beclovent®. Qvar® I Vanceril®) . i % %= 4

(triamcinolone acetonide) (Azmacort®).ZL KA (mometasone) (Asthmanex®). A Hh 25 fiti

(budesonide) (Pulmocort®) F1% JE4E #A (Flunisolide) (Aerobid®). Afviar®. Symbicort®. Dulera®.
B H B (cromolyn sodium) (Intal®). I 3 31 04 40 45 6 (theophylline) (Theo-
Dur®. Theolair®. Slo-bid®. Uniphyl®. Theo-24®) f14% % (aminophylline) .
TgEHi fh a1 B8 TR B 4% (omalizumab) (Xolair®). 4% i # ¢ B 3 i 77 40 5% £ 5 5
(zidovudine) (Retrovir®). [ = (abacavir) (Ziagen®). fif (2 £ 45 /i K K &
(lamivudine) (Epzicom®). i 45 /51 ok 5 / 7 % s (Trizivir®), 3 52 L 15
(didanosine) (Videx®). J& i (emtricitabine) (Emtriva®). 4k % & (Epivir®),
Fi K 7 52 /5% % K 2 (Combivir®), &) 4h K 3¢ (stavudine) (Zerit®) F1FL flifihiz (zalcitabine)
(Hivid®). 45 1% # 10 5% BG40 1) 77 b bz 5% € (delavirdine) (Rescriptor®). ik ik 4
(efavirenz) (Sustiva®). 5 5 7 F (nevirapine) (Viramune®) Al 4% il 55 #k
(etravirine) (Intelence®) « 4%+ fg 1 £ S G il 71 1 & #4435 (tenofovir) (Viread®),
B B A0 177 2 8 F5 (amprenavir) (Agenerase®) 4L 4 (atazanavir)
(Reyataz®) . i& 7 I8 (darunavir) (Prezista®) . 5 I8+ (fosamprenavir)
(Lexiva®) | gfit A #5 (indinavir) (Crixivan®) & ULAEF (lopinavir) MAFEIEH
(ritonavir) (Kaletra®). Z394E 3 (nelfinavir) (Viracept®). FFEHBE (ritonavir)
(Norvir®), ybZE 85 (saquinavir) (Fortovase® 5 Invirase®) Fi#+i T (tipranavir)
(Aptivus®) « 3 N 77 a0 B R H b (enfuvirtide) (Fuzeon®) 1T 47 4k (maraviroc)
(Selzentry®) , ¥ A g F AN T 454% 5 (raltegravir) (Isentress®). [i] % 2 (doxorubicin)
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(Hydrodaunorubicin®). K% ## (vincristine) (Oncovin®) il # 4k (bortezomib)
(Velcade®) fiiih J K #4  (dexamethasone) (Decadron®) LA & 3k A % (1enalidomide)
(Revlimid®) st St 1. .

[0555] 7 o — AN St 5 G, AR IR AL 1 — MBS L 25 PR T (9 20, E R A
AE S SURH 7 RS S 2= 1 P A% SRS (SAD) (AR IR 155 R IR0 L 28 1T 8 REAE « 5 SR Mk 40V AIAE L B
I 1 2 5 PRI AG 5 1% 2 5 T3 AR D (1 0TS 7 i 4VS) A0/ B0 ER REORE (f7) i 28 e 7 AN 1)
A5 5 LR 1 7%, FLA 5 R A w200 B8 T FH 28 O B0 B oA 24 A — i 22 Ak B DA
T A AN VEIT A PEEL 22 (citalopram) (Celexa®). & fih £ (escitalopram)
(Lexapro®)4(#iyT (fluoxetine) (Prozac®). % fk¥>H (fluvoxamine) (Luvox®,/Luvox
CR®) I ® YT (paroxetine) (Paxil®/Paxil CR®) & Hi#k (sertraline) (Zoloft®).
FH L hiEE (desvenlafaxine) (Pristiq®). fEy& 77T (duloxetine) (Cymbalta®). 5z
%% (venlafaxine) (Effexor®/Effexor XR®) kI ¢ (milnacipran) (Savella®),
JE K4 (1evomi Inacipran) (Fetzima®). fi >k Z K (amitriptyline) (Elavil®). i
M (desipramine) (Norpramin®). £ & (doxepine) (Sinequan®). > i B
(imipramine) (Tofranil®). % H # ¥ (nortriptyline) (Pamelor®) . i 2 yb ¢
(amoxapine) S KM M (clomipramine) (Anafranil®). &% # 4k (maprotiline)
(Ludiomil®). g K18 (trimipramine) (Surmontil®). % % & #k (protriptyline)
(Vivactil®). % 2, it (phenelzine) (Nardil®). &3k % 2% (selegiline) (Emsam®). jx %
P (tranylcypromine) (Parnate®). 2z -t (bupropion) (Wellbutrin®). >k &
(mirtazapine) (Remeron®). Zsik:M: i (nefazodone) (Serzone®). g (trazodone)
(Desyrel®. Oleptro®). 4 7 t4 il (vilazodone) (Viibryd®) 1k # FiiT (vortioxetine)
(Brintellix®).

[0556] 7 —Lbsifi )5 G, AR MR AL 1 — G Tr B R I ER ) O3 i, A HE A
) 8 B > I 1 R SR 2 A — Al 2 Mk 5 DL I 53 A EITR T R - 2 SRR SF
(donepezil) (Aricept®)~ FI LI B (rivastigmine) (Exelon®). fn>4 At (galantamine)
(Razadyne®). fi 7otk (tacrine) (Cognex®) M1sE4Mif% (memantine) (Namenda®).

(05571 ARAEAS MBI TTiE » Bl o> I B i Jo i 24 AN AL & W L R AR AT S R i FH ) 53 KR 7
FRRT A P 2006 77 BRI I 0 B KB A A P A L A AR AT M o Bk e A R AE
BYORG F p BERE (14 7 EERE JSE (A AT B AT AT it 3 A2 K i o BT 5 1) 8 U IR 2 3 i
St BUR T 3210 I W0l S 0 AN FRCIR 0 R i) 7™ A R A 58 2470 HL it O U .
O Hg Jo iy 245 0 LA B A2 2 2 ], DAGE (8 PRI FRI R 28 & WA SCR HY , 3R 7 &
AL AT TR IE HI T i6 97 B 1 250 00 W 3 B B 6 o SR T, IS = AR, BT O )T T
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AU 2 B2 S W UL AT AR S [F] e FH ) 3 A B9697 ) s H B 398 R e G B R =
7P W 3 R A 8 o AT AR S B BRAE MDA ) BAR S OR B K B T 2 MR R,
FIr 67 R I3 8 AR i PR 71 3R FEE 5 P PR 5 I JOT 1T 24 B9 12 5 SR R LA 2 it 5 2835 1 4
U A A BREIRO P ol RO £ R i S5 T 24 I S P T FHST TR] it P 3 4 A
TR VR T W RRSIN TR] s 55 B R 5 i AT 24 B AH A W A & Bl R A I 25, DL e I 2
SILEAR BT FE R AR 2R o AR SR, RS “52 038 BB 2 iR e, ki 3,
I Hi iz A

[0558]  #F LSt 77 SR, R 5R B DA 2% B B 254 0| 22 B I (allo) BRDIAR E 460 AR
TR T 51 41, 41 SR 25 5 77 B 1040 i JU T 245 B 45 % 10 R B e ik A 3 S8 700 2 1 ) 2 T T
WA 58 A 2%, T BRI 243 1 ) R ek 2D A &, DA AR P 1R i) o I B ) ISR M R
W o AE—LL S 7 SR, e BT, 45 11 it P 77 22 1 8 JO3 AT 245 7 B8 3 X bk B B L A
TR AR A 245 1) 73] 2 J Tt I PR TSI, B2 ) 2 I et I P T 5 A6 3800 P2, 48] of H Bl 2 %
GRS, CLTR YT R0 i e B 2 1 WA S A I TR

[0559]  #F LSty =, R Bl 25 B 2557 B Rl Ee 52 ) SR BN 290,01 mg/kg R4
100mg/kg o /£ — L&t 77 S b, IR BT il 25 B H 24 % BT 82 11 b i 77 9 290 . Img /kg 224
25mg/ kg f£— St 77 2, i SRl 25 B 24 5 BT RS2 I ER I R 2N 490 . Bmg / kg B
15mg/kg o £ — LS 7 S8, IR BLAl 25 8 245 % B2 M SR A 2 N 2 Img / kg B 2
10mg/kg o f£—HE 5 77 2, G B AT 245 80 H 24 % B mT 52 (1) SR ) 7 2 8 20 2mg / kg B 475
mg/kg. £ — LSt 77 &, g BT A 24 B 24 5 BT B S A BN £93.0 mg/kg B4
7.0mg/kgo £S5 77 R, G P AT 25 B H 24 5 BT sz i R ) 9 £90.1.0.2.0. 3,
0.4.0.5.0.6.0.7.0.8.0.9.1.0.1.3.1.5.1.7.2.0.2.5.3.0.3.5.4.0.5.0.6.0.7.0.8.0.
9.08%10.0mg/kg.

[0560]  7FE—SLsiji 5 ZRH, AR N2 Img 2 295 G AT 25 8L 24 % a8z i £ . fE — 1t
ST RN 10mg 22 . 5gflf AT 25 Bl H 245 % T 52 (1) £h  AE — SL s T B,
B NZI100mg =292 0glIg BiaT 25 8 H 24 % bl 2 1) 3  fE — Be St 77 R, A &N 2
250mg =291 . Ogflg o A 24 B 24 %% b ml 452 1) 3h o 7E — e St 77 2, 1l & N 29500mg 22 2
1.0 ghgBiAT 225 bz £k .

[0561]  #F—Hesji 77 v, v 5T o il 24 B H 24 % B mT 252 1 Sh i 55 &, DAAE 11 it FH
HUAAR 285 Wi F (Rl o 70 5 1) 9l 22 e B B o A — e S it 5 e vh , TH AR AT 25 B L 25 2% T
ez R 55 &=, LR AEZ50 . 01mg / kg 2 £7100mg/ kg H) A A2 BERH L0 . 1mg/kg & £)25mg /
kg £]0.5mg/kg & £)15mg/kg2)1 mg/kgZE #)110mg/kgZ)12mg/ kg 417 . 5mg/ kg 413 . 0mg/kg
LT .0mg/kg W A 22 E BE B £ — Lo ST 2 b, THER AT 245 B 24 5 B2 1 R )

75, LALE AR i P A 25 3245 250.1.0.2.0.3.0.4.0.5.0.6.0.7.0.8+ 0.9.1.0.1.3.
1.5.1.7.2.0.2.5.3.0.3.5.4.0.5.0.6.0.7.0.8.0.9.0 5%10.0mg/kg] B Z2 k% LR .

[0562]  #F et 77 v, v ST B Al 24 B 24 2 BRT 2 1 Sh R, DAAE 1 okt A
AT 251 $2 {1 20 5mg 22 29 3g 1) Al Z2 B B T o 75— Se sl 7 b, TR B LR L 2950mg B 4
2. 5g | A ke Bl , B2 100mg 21 . 5g B £)250mg 2= £ 1. 0g ) 7 A Je B .

[0563] 4. ffill & JIg JBa i 240 77 1%

[0564] il & g Jo Hi 24 ) — AR O7 2%
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[0565] A% BH 1 I Jo3 A 2546 Wi i ml DOd i ARk RN R 2 A8 TR ML &
(R RN /B BT 1 DA S AR ST S it 451 H 2 IR 1 T VR i £ B i

[0566] AL E AR BIRT 24 (a0, 55T H e R AT 25 2% &) A i va 97 770 mT BA R kil
LI A LA B R A (40, FE B3 20 A40) FHAR ST O T SR AL T V2 ) 46 o

[0567]  fE—HESLj 7 S, PRI (A0 SR SO v H T #0697 71, LA 25 5 TR i
A 25 25 K HoR Ao 886, 9l an , LB LA I ER ) Bl e B A

[0568]  FEASCHTIRRI & K ITIES , iR HIA T R e AR 2L 4] (“PC”) VB £ 5] (“LGY)
BRI SR A AR B AR N TR AR A OR3P SR (] 2 25 R B RN A 2 ARt B )
I H& AR o W 2R B M AL FE R IR T March’ s Advanced Organic Chemistry:
Reactions,Mechanisms,and Structure,M. B.Smith#1J.March, 287/%,John Wiley&Sons,
2013.Comprehensive Organic Transformations,R.C.Larock, 23k, John Wiley&Sons,
2018F1Protective Groups in Organic Synthesis,P.G.M.Wuts, Z5k%, John Wiley&
Sons, 2014, Her g — AN H 2 N 2846 B 51 R 77 X AL

(05691  4nASCHT H, RAE “B 2235 M7 (LG) BAREAIR T & (90, A & R4k
Vo R SEERR ER (1, FR R £ L R R IR Eh PR REE R L 0H R IR R R & L i R R R
R R D) (E AR

[0570]  4nASC R H, S E SRR B B A FE ) an g SR OR 4 L [A]  FR SR L (4] 55 PR LR
3 [ 2 A AT A BT B Y, 3 AL S fEProtective Groups in Organic Synthesis,
P.G.M.Wuts, 85/% , John Wiley&Sons,2014F1Philip Kocienski,in Protecting Groups,
Georg Thieme Verlag Stuttgart,New York, 1994 thiyfEguiiA ) AL, 43N AL 5] H
()77 2RI NAR S o i (1) F2 B DR 25 [ (1) S A LT AR AN PR T 18 0 P 1K T R e e R ik
Jot BTk | 5 b I Pk N ot SR e K o JE S IR P S 45 L R R B BRI S kIR T AN PR 1
HL ARSI 5140 45 R IR 2 FE I FH IR IS - S TR IR - — 9 G TR IE L H A8 G TR I - — R L AU Ok
LRGN E AR A I LRI 3 - R FE N IR I 4 - E AR S V4, 4- (W 242 1) BRI  Hr k,
MR (ZH 2 2 WER) (B G ERES 4- AL - G ERES K R IE R R R RIS 2,4 ,6- =
FEE R H RIS IR R I, v W 26\ 9- 27 R B L 086 2,2,2- S 438 . 2- (B R de
) O 2- ORIEREBEIL) 258 0 I TR R FIOGT il 2 9 2k o b 21 HR el e R I 119 S 491 £
FE =R L = L FE R 3 BT B T B R BT R R R =
S TR 2 R e e AR Ay = e e R e e SR I o o SR I L L 0 LG AR R R R L3, 4- 2
FH AR L ORI 2 L 0 A R A SR B A R K BT AR ) o SR o s T L A
P W R AR R R R R A (- AR ) R R R B (I RS
HE) 5 F B R R DY S0t e R K o O S Jor R I 1) ST 48] 4 R R L R AR R R R (MPM) L3, 4-
TR I AR AR I O R R R N e AR 2R L2, 6- AR AR B AR SR L K2
W B L A4 - b g B L

(05711 S ILA{FR PP IL A S A A B B 201 3 H A FE fEProtective Groups in Organic
Synthesis,P.G.M.Wuts, 555k, John Wiley&Sons,2014f1Philip Kocienski,in
Protecting Groups,Georg Thieme Verlag Stuttgart,New York, 1994 HEAHHEIA )AL
8, H AN A UL 51 B 77 AR S A 18 B 2 R R 37 5 B FE (AR T 05 e B i . 2 ok
FH R I8 S PADRIBE MV e s TR s Jie TR e =5 o B R L A 1 S 9 0 9 B T 4 2 Bk (Boce) A
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Bk AR A L = R R BRI M TN A R B AL (Alloce) RAZE BRI (Cbz) I A 2k 20
IR T HBEE % LRI (Bn) (2 2R R A BRI (Fmoce) LS \ B2 R A . S AW 2E =
W N AR N Wl e R NN

[0572] A8 E: AR N GUR 2 BEAR , AR I A S V) TP AR AE I & Fh e Be A an e e s I VR
P& P I i P o 3 AN AT DA o A S0 2 0 ) R A EL A% A, AR AELASBR T34 J5 L A
a4k KA 0o AL A IR TR L Ak K A KB RIK S 2 UL, B, March’ s
Advanced Organic Chemistry: Reactions,Mechanisms,and Structure,M.B.Smith and
J March, 57h%, John Wiley&Sons,2013, H4x# N 4 LA 51 FIM 7 2T ANA L LS AR L%
AT RERS B — M2l EIREOR, I B i 1 H T BOR K AL S L T7 7%
[0573]  fEN—RRERHE , AR B &Y LB DL @itz — & ik

O

>_C15H31

O
Ho—_

0]
}‘C15H31 0
? 0O O O>_C15H31

0 O 1]
S . oo
cl cl 0
R st.E , CH,Cly %015“'31
iii-a o

[0574]

[0575]  5Zl.Riii-alitb S Wm& .

[o576] Wi, H oy T AN P9 —RIRAT , AT LA H-ith — B i i AEME e B o — P i
& BRAEAE T S, 79 BV RR - Il =g (R -TC) iii-a G W RD Aiii-aBRmAACH,)
JIFE PO T A » (L FLA S O R (328 B ST i (A A8 ) mT RAAEZ 0N T SRk 1y HeAt 3 4 B
e

O
>—C15H31
(o

o
?}__
CisHzq
[0577] 0 o)

o)
. H.% , CH,Cl/THF " 0}_015H31
[0578]  5Z2.RXiii-bltb S WmI& k.

[0579]  YEFREFi-am] FIRIEML R, BR-TG i11i-ba] L@ FEMEE 58 55 — Fh A& K BRATAE
FHH I B 1 1 F 2R 1T A (O 22) « 4RI -alfIR IR M, 451 5 95 25 40 e, % 7 125
SR A (EL R AR VRIRO B AN [ BT 5 722 A IR - TG = v ) X S S M AT 0 DR, 63
PO T AT LA AR P A 5 v » o s SR R Y U ik
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Q,
1) 1,3-DG (ii), EDC (o) ¥C15H31
2 DMAP, CH,Cl, RO o
TBDPSO\/\‘)LOH . o
2) TBAF, ACOH, THF Q
%015"'31
Y 0
vi: R = TBDPS
[0580] |TBAF, AcOH, THF
vii R=H
(0]
0 >‘C15H31
Pec o viii: R=H
- RMO{ ' KMnOy,
CHCl; 0 o] iv-a: R = OH 4——| ) BFl H,0
)_C1SH31
(0]

[0581]  J5%e3. HrpR =Me Je s % 9 HR=H i vIItb S0 & K -

[0582] g 7 7 HerhR" =Meml H At Jo 5 Bl AR I I HLR® = HI HAK S i 4] o 3R 454 g o —
X i MR R - TG iv-a, & FNHRERv (Lienard,B.M.R.Z¢ N, Org.Biomol.Chem.2008,
6, (13) ,2282-2292) rJ LA HAEAL & (BT R3) Ry 51,3-DG 1ifEAnAESAE N AR I
A= TBDPSOR 47 ) H i = BEv i, o] DL & 4 1) 25 A Wn TBAF FHACOHAL B , 453 2| vi i o SR 5 AT LA
s P A5 8 AL 7 7% (140, PCC, SR8 G KMnO ) 48 B Hh AR B vi 1 DR B v 1 1 740 BT 75 1 R - TG

1Vo

DMSO, Ac,0O, AcOH

iX
1) SO,Cl,, DCM
2) ¥ X, DBU

R1
o o
[0583] HO)J\/\H/O{O
o) "R?
¥ iv-b

O o’F"11
AN O
0 O)k/ﬁ( {
o Or2
X
[0584]  J7 %84 . Horh-M- 2480 H B i (AST) 110 Ux AL & 01 & B
[0585] Dy [ & B 245 751 R o i 1) o 2 ) 25 4 i 1 P (AST) ZE A AL &), fE 51K -

HW =811 %S 2 00, WAUK A BE ) BHA > 7 B Re AL AEAL, G0 B SO R4 FTik AE L
TR I A1 L FR F VR & ) FHDMSOAb ¥ I 5 20 (R A %) FF 25 (MTM) Pk 1 x P TR ok o e FH it T S0
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AEMTMPE 1 x 2 S HE 0 Py SIEARA) Joi , B2 7] DA 5188 - H 9 =B i v - bR R R S N, 79 2 B i &
Yx.

Cl \H/O\T/Cl

Qe @ope

DBU, TBAI, PhMe, A

[0586]

RS O R
0
0.__0.__0
=@ OOy o
O R® O R* Q
R2

HO R®
}—3%0 R )
O o’ Xn
ol
O\
R2

Iv-C
[0587]  JyZe5. Horp-M- 2R A4l (CAST) Bk (FH RE 4 1E) (CMST) H P i 5k A1 ) x4
HIAL S P00 & R
[0588] 72475 & A WE By i (R B A "B RE T AR 00 » T DAASE 4 1 15 e At ik 141 1) 42
W, Herh AR A A A R 3 o B A 254 5 S IR S e B i e A5 3 St SR B IR i (A& Pl
) BURHE R R BEx i (Z W7 55) o PR Jm il I £ 3 1 ¥ 71 4 el 9L 2 o AT AR R - TG
iv- el IR FR AL K 58 R AL ) B 25 2 A 1) B 8, 19 21 F Al 5 x4
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xiii

TBSO ]
EDC-HCI, DMAP RS O >‘C15H31
- (0]

CH,Cl, O\I(l\l/ll\o{
0

Xiv o

HO Q
10-CSA, CH,Cl,/MeOH RS O C?—CmHm

RS

o)
0
PCC. CH,Cl, “%;@/Rs 0 chme
Q
HO
KMnO, Y7;©/R5 o O>_C15H31

[0589]

:
e

7 B8 /H,0 & R o
%C‘JEHS‘E
xvii o]

EDC-HCI, DMAP 3 5
- o~
CH,Cl, o R o
xviii J—CsHs:
o

[0590] 77 %26 JLrp-M-J& = FBE -t (TML) [ A A 1 1 xv 11 3 AL B K 45 P o

(05911 Dy 1 & FGHE 24571 5 Joe ok 1) I Ok 22 1) 5 — PR 6430 (TMIL) 1 o A 55 [ B (R B B3
T4 G PERRI T2 (Levine M.N. ;Raines,R.T.Chem.Sci.2012, 3,2412-2420,3LL5]
FIRIT SFEAATO) S B - H i =B i VI8 & 25 290l 7 4 & < /i FHTMLER 20 B fedb, anr %
6HTIAR . BTG ivA5 TMLEy xi 1 1 7EARHE A F T B B 55 20 H i = isx i v, Fo ] DAFE R 1% 5%
(1O -5 Rl i 1) B L OR 97 45 B B xv o B S0RF B xv AR R SR B xv i, F ELOR T AU AL R
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xvii, B AEARESRAT TR E SN (Frr) LU % i 25 157, /T LA 2 H bt &9

Xviiio

RS O >‘_C15H31
HON _CO
0 Q
o Rt 0 RS O >—C15H31
; >_C15H31
@/OH v \/@/ N {
R EDC, DMAP, CH.Cl, }‘CISHM
xix: P=H TBSCI xxi: P = TBS 10-CSA
Rk : | CH,Cl,/MeOH
- 2
xx: P=TBS DMF xxii: P=H
[0592] e RS © M—CysHas

0 \ﬂ/ ON {O
0 (0]
O:N \./@, R 0
] /©/ )'_CisHm
LI, CHLClyp o}

0
RS O 0>_C1 sHas

(0]
O>_C1SH31

DMAP, DIPEA
CHCly, 1-5d XXiv

[0593]  J75e7. Firh-M- 2] ¥ B R ekt (PHB) [ P& Al 2 AT 1 xx v B D) 5 ko
[0594] Oy 1 & WA X FR kR Ak (PHB) B Jk B B i 2k T RO A0 & 9, 1 S R X F 2 TR g
(xix) B AFREE DRG0 H R e I L I Kedly B Wy Fe 2k SR - TG 1 vABIEK , 75 BPHB H i =B xxi
(SR AL LR A G, M xx 1 17T LU I FIR 3 8 5 (PNP) S0 R R AL 3
KA 13 BIPNPERIR IR xx 1 11 o SR S5 I ARG PE S5 A T 5 24557 (s J9A-OH) S B SEEEPNP 2
IEIE‘JET%,?%@JFE%?%A%MN

XXVi

QO
[0595] RS O >_C15H31
HON _<:°
(0]
O R* 0

>_C15H31 R® O ¥C15H31

I @

DBU, PhMe, A
CisH31
XXVii >_

[0596]  Jy5e8. Firh-M- R fi e Mis H g (FST) JLH T TTRIME S Y000 & R
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[0597]  ANF5EEZ BEOR AN, ¥5 15 B e H B (FST) %ﬂ%@.ﬁ%ﬂcﬂ%ﬂ%ﬁﬁ%%éﬁ
A, 2B (FST-4) BLTLAK (FST-5) BRI Ha2K% o S dethy , 771 (%) R T5CRT LAE Ik 4% P 1) 4 2% B
R (R AL A CFSTHT 24 7] LUIE A 25 77) (Frs BIA-0H) 54- TR (m=1) 8(5- R KEE (m=
2) Go) BB R oy KR (2 77 58) oA FIRTAE TR -TG v iy SRR G T 4L
WixxvirzE Bt &) xxvii B i I Be e .

[0598] i

[0599]  Sizjitafsl1 - vp [A) 44 1 & %,

[0600] 455 %1%K

[0601] & Eleq: BE/RYE

[0602] rt: =i

[0603] UV 412k

[0604]  HPLC: &y JE JUAH € 15

[0605] Rt {f B4} [A]

[0606]  LOMSERLLC-MS : ¥ AH €0 3 - 5 it

[0607]  NMR: #% 539

[0608]  TLC: & = {f ik

[0609]  sat;Haf

[0610]  aq:/KIEWK

[0611]  Ac; Z kS

[0612]  BINAP: (£)-2,2" - (- ZRFEREIE) -1,17 - BEZE

[0613]  Bn:%3

[0614]  DBU:1,8- A« BIA[5.4.0]+—Hk-7- I

[0615]  DCC:N,N’ - —BR ) Behl — W i

[0616]  DCM: — & Fi ke

[0617]  DCE: ~& 2. %%

[0618]  DEA: —~Z.fi%

[0619]  DIPA: — A%

[0620]  DM/K: £ 17K

[0621]  DMF:N,N- — H J F i Jiz

[0622]  DMSO: —HI VAR

[0623]  DMPU:N,N’ - — FH 3 75 L iR

[0624]  ACNE{MeCN: 7. i

[0625]  DIPEA: — N3 2%

[0626]  EAEKEtOAc: Z.FR Z g

[0627]  EDCI.EDCEREDAC: 1-Z.3%-3- (3- ~HI R IR L) ik — W%

[0628]  TEA: =Z.1%

[0629]  THE: PY& kN

[0630]  TBS: /R T it H JE ARk fe ok

[0631]  KHMDS : 7~ F 3 — Rl o 31 25 LA A
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[0632]  Tf. =4 iR £h

[0633]  Ms: FP il Jik

[0634]  NBS:N- R AT HIE I

[0635]  PCC: SaUES TR ML IE $5

[0636]  PE:f1 ik

[0637]  TFA: =5 LB

[0638]  MMPP: HLik 44 28 — F iR B

[0639]  HATU:1- [ (. FHEIE) W] -1H-1,2,3- =M 3[4, 5-b] MEmE 43 - E AL S
TR b

[0640]  Cy:¥fC 3t

[0641]  Tol:FHiZE

[0642]  DMP:Dess-Martinid bz

[0643]  IBX:2- Atk 3 25 HH i

[0644]  PMB: X F 48 i ik

[0645]  SEM: [2- (ZHIEEHAELEE) LA &
[0646]  1,3-DG (1 [a]{42) .

OH (@)
0=<: >_C15H31
socl, O OH o

@)
>_C15H31

- >—C15H3‘ — 0
Cl 0O
R G EEED >_ C1aPas
@)
[0647] Q TR
>_C15H31
@)
NaBH, HO

@)
O>—C1SH31

¥ &) 4K 2 (1,3-DG)
[0648] 77 %29. HEIAR2M) A Ko
[0649]  FEZ U T, ¥ DMF (1mL, 13. 7Tmmol) #S I EAF A IR (4338, 1.69mol) T VA Bk 5
(500mL, 6. 3mol) M VR G rh K BT AR S SR G D AE IR TN 3ho ¥ k4 2= T4, 4
ui&géﬁﬁmmﬁmmﬂ@%gLMmLW%F$%AT%ﬁ—$%%w%$T—
AR
[0650] ZEES R, EZIR T, M1,3- ZFFEK-2-8 (77g,0.855m01) FITG/KMLIE (140g,
menﬁﬁmzﬁﬁﬁ@mmuﬁ%%m%¢ﬁMmeﬂM%g16md>h&m
YIAE S35 T B FE 16h oK 3L FMeOH (1000mL) A17K  (2000mL) 5 Fs , H-45#H:30min o 38 L 1L
ST TR A3 2 3 G ORI H ) (41 (462¢,0.815mmol ,95% %) .
[0651]  EOCTF, #rhlE 441 (220g, 388mmo]) ¥4 fif# £E THF (3000mL) 17K (200 mL) FJ¥E R H
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SRS I A AL AN (22g,579mmo) NN G , S BEVR S AR REE, B T, A3 R H B
AR AL & [a) 442 (1,3-DG) (177g, 311mmol,80% ;=%) .LC-MS:MS m/z=>591 (M+Na
+) ,RT=4.39min;'H NMR (400MHz , 54/ -d) 84.20-4.05 (m,5H) ,2.35 (t,J=7.6Hz,4H) ,1.62
(t,J= 7.6Hz,4H) ,1.25(s,48H) ,0.88(t,]J=6.6Hz,6H) «

[0652]  C5BMe-FR-2-TG (FF[E]4£4) -

o o)
0 0 J\ 0 )J\
I C1sHa1 A R CysHas
e AN, . HO{ 0 JK/L/'\ C
:I’ I‘é] W 3 \n/c Hj1 CH20|2 88% YC’ISHG'I
o}
) ] 4K 2 (1.3 DG) ¥ Ja] 4K 4 (C5pMe- % -2-TG)

[0654]  J5210. A R41K) & o

[0655]  43-F AL — & (500mg, 3. 42mmo1) FNDMF (#43) 7E LA (2.48mL, 34.2mmol)
W VR A P AR 6 /N oK s S Ve E A = 0, R K (Bml) BB, FETEIRE T 46
153 & 3 IR I B E P 1R 443 (584mg , 83 %) , FAR L AL B # F . 'H NMR (400MHz,
CDC1,) 83.02(dd,J=17.3,6.1Hz, 2H),2.89(dd,]J=17.3,7.20z,2H) ,2.61 (m,1H) ,1.13
(d,J=6.8Hz,2H) .

[0656]  ¥¢rria]4A&2 (1,3-DG) (50.0mg,0.0879mmol) FIMLAE (71.10L,0.879mmol) 7E 5 H
Ft (2mL) FP VA TR I 35 BEFE & TR 443 (80 4mg, 0.439) A & FF 4 (1.5mL) o, HH ¥R
E VIR /N B e A HT 2 = R 06 (15mL) A1 IM HCT (5mL) #5%% , 7% H.
S BEAE N KR — 3 2R 2B (2 X 20mL) ZHL, I B4 310 A LA B F I HCl
(20mL) A1 7K (2 X 30mL) Pk, T4 MgS0,) FF il R e i , 13 2K ™ 1) o 38 1k Ji € 1 v
(20% F45% LR 2,15/ T k) Ak, 1551 2 T6 (o [E AR I v 18] 444 (54 Omg, 88%) o 'H NMR
(400MHz ,CDC1,) 85.27 (m, 1H) ,4.311 (dd,J=11.9,4.2Hz, 1H),4.305(dd,J=11.9,4.2Hz,
1H) ,4.14(dd,J=11.9,5.6Hz,2H) ,2.52-2.39 (m,3H) ,2.36-2.24 (m,6H) ,1.66-1.55 (m,
4H) ,1.37-1.17 (m,48H) ,1.06 (d, J=6.3Hz,3H) ,0.88(t,]J=6.8Hz,6H) ;'"°C NMR (101MHz,
CbC1,) 8178.1(C), 173.5(2C;C),171.4(C),69.3 (CH) ,62.2(2C;CH,) ,40.7 (CH,) ,40.4
(CH) ,34.1 (2C;CH,) ,32.1(2C;CH,) ,29.82 (6C;CH,) ,29.78 (4C5CH,) ,29.74 (2C;CH,) ,
29.6(2C;CH,) ,29.5 (2C;CH,) ,29.4 (2C;CHy ,29.2 (2C;CH,) ,27.3 (CH) ,25.0 (2C;CH,) ,22.8
(2C;CH,) ,19.8 (CH,) ,14.2 (2C;CH,) sEST-HRMS:C, H, NaO, [M+Na'lffIiH5HA8 }719.5432; 5%
M N719.5451,

[0657] B AFEST ERHED -
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OH — =

o] 0] @] o]
HO —FNT e gy o/\©

SV N
J &) 4k 5 ¥ 18] 4k 6
o)
0>_015H31
HO{O 4k 2(1,3-D6) " >;C15H31
)7015H31 /U\/I\)J\ {
[0658] o _
)_015"*31
fEkr O
o)
0 0 >_015H31
Pd/H 0
—2;... HowO_C
o)
)*CusH:n
o)
o JA] 4K 4 (C5pMe- B2 -2-TG)

[0659]  J7ZE11. FRIARAR B A B

[0660]  ¥43-F % % (100g,685mmol) Al Z k& (250mL, 3. 53mol) HIVE &40 kel i
16h, %R Ja ik 4 2 T4, SR R AR =R NS L e (270g,3.4mol)  FIPEEE (100g,926mmol)
T (1500mL) H A IR ST EET2 ho WG [ N, T B BR AR i e e A
vk, HOZ50% LR L BE /A ke ik 44k , 13 21 5 38 6 iR 1 v 18] 446 (70,
297mmo1 ,43% 7= 2) .'H NMR (400MHz , 545 -d) 67.39-7.30 (m,5H) ,5.12 (s,2H) ,2.52-2.25
(m,5H) , 1.04(d,J=6.6Hz,3H) .

[0661] [ HH [A] 446 (70g,297mmol) I [E] {42 (1,3-DG) (80g,140mmol) T — & H ki
(1500mL) H i VE-& 4 s INEDCT (115g,600mmol) FIDMAP (3.66 g,30mmol) . £E0°C N iZ i
M=% (100mL, 719mmo1) 7R API7E Z I FHEE72h K S NIk 46 2 T4, IF AR R
AR GIEE, 0 2250% LR L BE/ A mBEHE I Rk 44 , 15 21 2 3l AR 5 H ) 44
7 (68g, 86.5mmol,29% ;=) ,'H NMR (400MHz , %4/ -d) 67.40-7.32 (m,5H) ,5.30- 5.24 (m,
1H) ,5.12(s,2H) ,4.31-4.27 (m,2H) ,4.17-4.10 (m,2H) ,2.50-2.38 (m, 3H),2.34-2.28 (m,
6H) ,1.61-1.55(m,4H) ,1.35-1.20 (m,48H) ,1.02(d,J=6.4 Hz,3H),0.88(t,J=6.6Hz,
6H) o

[0662]  ffirh1[F] {47 (68g,86.5mmol) ML/ f (3g) &V T THF (400mL) Hr o VR & ¥I7E A T
AR T30°C T &b 16h, R J5 i IR 4 2 85 4 TR R Wi ik FH O et B Rk — 2P 4tk
153 2 [ [ 1 v (a4 4 (C5BMe-R-2-TG) (51g,73.2mmol,84% ;=3%) ,LC-MS:MS m/z
=719 (M+Na+) ,RT=3.83min. 'H NMR (400MHz ,%{}i -d) 65.31-5.25 (m, 1H) ,4.34-4.29 (m,
2H) ,4.16-4.12 (m,2H) ,2.49-2.40 (m,3H) ,2.33-2.28 (m,6H) ,1.62-1.57 (m,4H) ,1.35-
1.20 (m, 48H),1.06(d,J=6.4Hz,3H) ,0.88 (t,]=6.6Hz,6H) .

[0663]  C5BMe-FiR-2-TG- &g (FhA)14210) -

[0664] i 77 R 10 #hk 19 TG B AR A B9 A2 7, o A (A) 44 1124 2% 4 & 4 vh TR) 4
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210:

[0665] m LO

0
[0666]  'H NMR (400MHz,CDC1,) 85.41 (m,4H) ,5.30 (m, 1H) ,4.35 (m,2H) ,4.20 (m,2H) ,2.54
(d,2H) ,2.39 (m,4H) ,2.36 (m,2H) ,2.05 (m,8H) ,1.74 (m,1H) ,1.73 (m,4H) ,1.1-1.3 (m,
40H) ,1.05(d,3H) ,0.9 (t,6H) ;"°C NMR (101MHz,CDC1,) 6176.7 (1C,C=0),173.3 (2C,C=
0),171.8(1C,C=0),130.01(2C) ,129.74 (2C) , 68.86(C,CH) ,62.13(2C) ,42.26 2C) ,40.9
(2C) ,37.09(1C) ,33.99 (2C) ,31.91 (2C),29.78-29.10 (14C) ,27.7(3C) ,24.82(2C) ,22.71

(20),19.7(1C) ,16.32(1C) 14.14(2C) ;MS (EST, -ve)m/z:784.4 M-1) .
[0667] C10-FR-2-TG:

g i
o)
O O 0" “CigHa o )LC15H31
CI)J\H/[LCI % HO_C {
[0668] 8 @] C15H3q CHQCIZ 41% C1sHa1
i 4k 8 T N
7 14k 2 (1,3-DG) + 5] 4k 9 (C10- &% -2-TG)

[0669]  J5R12. Fh AR A K o

[0670]  ¥42%& % (88.0mg,0.435mmol) FIDMF (— ) T WHRELS (316uL,4.35 mmol) H1f)
TREWIINIEIA L . 5/N oK e N H A2 == 3, AR 2K (BmL) R FE IR ik 4, 13 21 2
AR — RSP AIAS (104mg, 5B ) , HARZ AL RN F. 'H NMR (400MHz , 517 -d) 52.88
(t,J=7.3Hz,4H) ,1.76- 1.66 (m,4H) ,1.42-1.26 (m,8H) .

[06711  5rh[EA2 (1,3-DG) (45.0mg,0.0791mmol) FIMLEE (64.0uL,0.791mmol) F & H
i (1.5mL) o B IR I3 — RS R 448 (104mg, 0. 435mmol) T & H %% (1. 5mL) v
Wb IERR G AE IR THCFEEL. 5/ K I B B8 < B (5mL) 7K (10mL) FHIM HC1
(3mL) ik, 3 H A5 /K JEFH 4R 4.l (3 X 15mL) ZEHL 4 A A HLAEEUY H 1M HCT (30mL)
ANERIK (30mL)  Yedk, T MeS0,) Il W 4a , 13 2™ ¥ o i fel JI € 925 (2096 2250 %
LR W8/ T ke) Slifk , 75 31 5 3% 3 € [ AR (K 7 181449 (C10- PR -2-TG) (24.3 mg,41%) o'H
NMR (400MHz , CDC1,) 65.26 (m, 1H) ,4.29(dd,J=11.9,4.4 Hz,2H) ,4.14(dd,J=11.9,
5.9Hz,2H) ,2.37-2.27 (m,8H) ,1.70-1.53 (m,8H) , 1.39-1.19 (m,56H) ,0.87 (t,]=6.9Hz,
6H) :'°C NMR (101MHz,CDC1,) 8 178.6(C) ,173.5(2C5C) ,173.0(C) ,69.0 (CH) ,62.2 (CH,) ,
34.3(CH,) ,34.2(2C; CH, ,33.9(CH,) ,32.01 (2C;CH,) ,29.85 (6C;CH,) ,29.81 (4C;CH,) ,
29.77(2C; CH,) ,29.6 (2C;CH,) ,29.5 (2C5CH,) ,29.4 (2C;CH,) ,29.3 (2C;CH,) ,29.2 (2C;
CH,) ,29.11(CH,) ,29.10(CH,) ,25.00 (2C;CH,) ,24.95 (CH,) ,24.8 (CH,) ,22.8 (2C;CH,) ,
14.3(2C;CH,) .

[0672]  BAXAEST (BORHAED -
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& AcCl P
C
BnOH
NN E:\/:z’ -

.~ O
Rk & jd] 4k 10 ©

O
>_C15H31

0
HO{EP ] 4k 2 (1,3-DG)
0 0
HOJ\/\/\/\/\H/O\/@ 0}-015H31

[0673]

¥ Ji] 4k 9 (C10- B4 -2-TG)
[0674]  J5ZE13. FHEMAIN & o
[0675]  ¥42& g (100g,495mmol) FIZ & (250mL,3.53mol) KIVR &N E i 16h, 4R f5
AHIRGE BT 5 A=W N B A B e (270g,3.4mol) AR EE (100g,926mmol) T
A 1500mL) H A, FEEIR A YIIERE T2h IR YE RN, H HLR AR A
%, HOZ50% L 1R L T8/ A i Tk e i R i 4, 19 21 2 9R 9t IR i e ) 411 (82g,
281mmol,57% ;= #) , LC-MS:MS m/z=293 (\M+H+) ,RT=1.45min.
[0676] [ H[E]{AR11 (82g,281mmol) e [A]44&2 (1,3-DG) (80g,140mmol) T — & H %
(1500mL) F (V&P 7R IIEDCT (115g,600mmol) FIDMAP (3.66 g,30mmol) .$R J5E0°C Fi%
TSI =2 & (100mL, 719mmo1) o FHiR A7 = NI HE72h K S SR 46 2 T 4%, 9F Bk
RS, FH0 250% LR TG/ A B Bk a4, 43 30 5 3 fE AR ) A a4
12 (65g,77mmol , 27 % ;= %) 'H NMR (400MHz , & 1/i-d) 67.38-7.29 (m,5H) ,5.27-5.25 (m,
1H) ,5.11(s,2H) ,4.31-4.27 (m,2H) ,4.17-4.12 (m,2H) ,2.37-2.29 (m,8H) , 1.65-1.57 (m,
8H) ,1.35-1.20 (m,56H) ,0.88 (t,J=6.6Hz,6H) .
[0677]  ffid[E] {412 (65g,77mmol) FI4L /B (3g) &% T THF (400mL) H KR A IEE AR
AR T30CTFEfLeh, R S5 H I8, IF HA IR 4s 2= T8, 7F B8 @ id F O be it B

112



N 115348864 A W OB P 106/267 T

Kt — Lotk , 152 2 5 AR AR A9 (C10-R-2-TG) (50g,66.4mmol,86% F= %) ,
LC-MS:MS m/z=775 \+Na+) , RT=5.95min; 'H NMR (400MHz , 5 }j-d) 85.29-5.24 (m, 1H) ,
4.31-4.27 (m, 2H),4.19-4.12(m,2H) ,2.37-2.39 (m,8H) ,1.65-1.58 (m,8H) ,1.35-1.20 (m,
56H) , 0.88(t,J=6.6Hz,6H) .

[0678] A5 FHZALAIY) 77 v il £ H R] 44 120«

o)
o o J
)I\H/U\ 0" "CisHa4
[0679] HO b o—<:
N

C1sHa4
0

[0680]  'H NMR (401MHz,CDC1,) 85.25 (m, 11) ,4.28 (dd,J=11.9,4.3Hz,2H) , 4.13(dd,J=
11.9,5.9Hz,2H) ,2.35-2.26 (m,8H) ,1.65-1.54 (m,8H) ,1.35- 1.18 (m,58H) ,0.86 (t,]=
6.9Hz,6H) ;'°C NMR (101MHz,CDCL,) 6179.9(C) , 173.4(2C:C),173.0(C) ,69.0 (CH) ,62.2
(2C;CH,) ,34.3(CH,) ,34.2(2C;CH,) , 34.1(CH,),32.0(2C;CH,) ,29.81 (6C;CH,) ,29.77 (4C;
CH,) ,29.74(2C;CH,) , 29.59 (2C;CH,) ,29.48 (2C;CH,) ,29.38 (2C;CH,) ,29.36 (CH,) ,29.31
(2C:CH,) , 29.22(2C:CH,) ,29.15(CH,) ,29.13 (CH,) ,25.0 (3C;CH,) ,24.8 (CH,) ,22.8 (2C;
CH,) ,14.2 (2C;CH,) .ESI-HRMS:C,H, NaO [M+Na'] {71 HAE 497896215 ; S MIE 4789 .6218.
[0681]  C12¢" BMe -2 -2-TG (- A 23 FlH [A] #4:27) -
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5] 4k 17
Y 1) 4k
BnO X Li————TMS P X “ﬁ_
A BnQ > Pd(PPhs),Cl,, Cul
DMPU, THF A 3)2Cla,
50°C - =i Et,N, DMF, 62%
o i) 4k 13:X=0H:| CBr,, PPhs i 4k 16: X = TM TBAF, THF
" | 53% (2 %
¥ a4k 14: X = Br CHzCly, 85% o ji] 4k 16: X = H % (2%)
Hp (147 K A/E) 0
BnO. // o R20 OR'
. Pd/C, EtOAC .
3 Et0” ~O g
2w
o 6] 4k 18 : N i
TR RSB RT= TBDPSCI,
DMF, 92%
20: R" = Et, R = TBDP
s : B 2 M KOH, EtOH
60°C, £ &

¥ i 4k 21: R' = H, R? = TBDPS

[0682] Q
O’J\C15H3‘.
Ho—~_
B, Bighlgy 2
_PPh,

0O
" o] BnO
¥+ A4k 2 (1,3-DG) 0 . RN {O/IJ\C15H31 n J\I/q:,'qﬂ; -
O _—
g
(@]

EDC, DMAP, CH,Cl, 6 =
48% (2 ) CysHy;  PhMe, A, 54%

¥ [7] 4k 22: R = CH,OTBDPS TBAF

THF, 74%

¥ i 4k 23: R = CH,OH
PCC, CH,Cl,

# 4] 4k 24: R = CHO
O
Q Q OJ\C15H31 H,, Pd/IC w C15H31
BnoWo—C EtOAc, 64% _C GgHin

0O.__CqsH
+ Ja] 4k 26 T ke & i) 4k 27 (C120/pMe- & - 2TG)\|r
o]

[0683]  JyZE14. HrlaAR23FNAH [AA27 1) A B o

[0684]  rh{E[f&13: fR 4 A 4% :Young,I.S. ;Kerr,M.A.J.Am.Chem.Soc. 2007,129,
1465-1469.

[0685]  Ajaj{A14 : HEHE LA R #145 : Chowdhury,R. ;Ghosh,S.K.Org.Lett.2009, 11,3270-
3273,

[0686]  7E-T8°C N, 1E T 348 (n-BuLi, 1.6MT ki, 765uL,1.23mmol) ZEIETRINE
TMS- Z# (198uL, 1.40mmo1) T-THF (1.5mL) H (¥ H+ , 7 BB S W7E-78°C N i H: .7
B SRR THIR 2R E R, T AR R 1570 R S R PR F1 A -50°C L 3BT TS IR AL A v 1A 44
14 (90.0mg,0.350mmo1) J-THF (1mL) "1 FIVAW , JF HAG IR G4 -50°C T k1570 %, JF H.
SR TE I T I LT/ O S B I # 7K (15mL) #4683 B8 4R (3 X 15mL)  ZEHUK
HH & IR A HLAC I FHER /K (30mL) eV , 18 (MgS0,) H ik ik i , 45 2 7 ) o 3l ol ek
2 15 (4<y§5‘y LR L s/ ) 2K, 159 3 2 06 (U RY B TMS B v 8] 44815 (45 9mg
489%) , FLIE B A7 Ft PP RE A 1A et v TR 4416 (9. Tmg 383 'H NMRABS3 y14%) RIZb&EPPh, .
'H NMR(400 MHZ,CDClS) 67.37-7.26 (m,5H) ,4.50 (s,2H) ,3.48 (t,]J=6.5Hz,2H) ,2.23 (¢, J
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=7.0Hz,2H) ,1.68-1.60 (m,2H) ,1.58-1.42 (m,4H) ,0.14 (s,J=3.4Hz,7H) .

[0687]  {EOC R, ¥4 VU T %4k 4% (TBAF, 1. OMFTHFH,2011L,0.201 mmol) I3 ¥ hn 2 HF
ekt s b o ] 4 15 R bR o 1] 4416 (473655 6mg, 0.215mmol) FTHF (ImL) HH (97 : 29 &
Yo s FRHR A VI SR T HEE— /NI R OB A K (BmL) R AIN, C1K VA (3mL) ke
FHCH T (3 10mL) REBUKAR K & I 1A HLA U AT LK (20mL) Pek , T8k (MgSO,)
FEUT AR 13 BRSO R 151 (4% LR TR/ ) alidk, 13 51 20 iR v
Bz a4 16 (37.5mg ,53% , Z2Hi25) o 'H NMR (400MHz,CDCL,) 87.39-7.27 (m,5H) ,4.51 (s,
2H) ,3.49(t,J=6.5Hz,2H) ,2.21 (td,J]=6.9,2.6 Hz,2H) ,1.95(t,]=2.7Hz,1H) ,1.70-
1.61 (n,2H) ,1.60-1.48 (m,4H) ;'°C NMR (101MHz,CDC1,) 6138.7 (C) ,128.5 (2C;CH) ,127.7
(2C:CH) ,127.6 (CH) , 84.6(C) ,73.0(CH,) ,70.3 (CH,) ,68.4 (CH) ,29.4 (CH,) ,28.4 (CH,) ,
25.5(CH,) , 18.5(CH,) .

[0688]  #1[E] {17 : AR 4 LA T il % :Kim, H. -0. %% ASynlett 1998,1059-1060.

(06891 fif FIN, S fAfEPAC1, (PPh,) , (16.8mg,0.0240mmol) T-DMF (1.5mL) H ) BV it <
FAy I HAR S AR INCUT (9. Img,0.0480mmol) \Et,N (66.8 uL,0.480mmol) LA J HeszHha]
16 (48.5mg , 0. 240mmo 1) A I = 55 FF fid 2 £ H 1] 4417 (94.. 3mg , 0. 360mmo11) F-DMF (2mL)
R AR A AN, SRR VR B i T B, O AR JE E50°C R N /I o g S TR
FYR I E R, AR B (30mL) Fike, FIIM HCL . W AINaHCO, K AR AT R K (3%
20mL) Hedk , TH5 MgS0,) FRIk R4 , 153 B4 RERL 43I (496 5% LR LT/ ke)
13 50 5 9% 7% L PR W ) s b 1714418 (46 6mg s 62%) o 'H NMR (400MHz ,CDC1,) 87.37-7.24
(m,5H) ,5.92 (m,1H) ,4.50 (s, 2H),4.17(q,J=7.1Hz,2H) ,3.48 (t,J=6.5Hz,2H) ,2.45 (¢,
J=7.0Hz,2l), 2.01(d,J=1.4Hz,3H),1.69-1.59 (m,4H) ,1.56-1.49 (m,2H) ,1.27 (t,]J=
7.1 Hz,3H) ;'°C NMR (101MHz,CDC1,) 8165.4 (C) ,138.8(C) ,135.9(C) ,128.5 (2C;CH) ,
127.7(2C;CH) ,127.6 (CH) ,123.4 (CH) ,102.9(C) ,80.0(C) ,73.0(CH,) , 70.4(CH,) ,60.0
(CH,) ,29.4 (CH,) ,28.4 (CH,) ,26.0 (CH,) ,25.7 (CH,) ,20.1 (CH,) ,14.4 (CH,) .

[0690] ¥ = i[5 Joe eI o 1 55 Tk o B4 18 (31 . 4mg, 0. 100mmo) T+ 2.1 2. Jig (8mL) H 1)
VTR A LS PRI, IF AN SR s, SRS T I/ (10 % w/w, 26.6mg,0.0250mmol) , 3 H.
R BT A BT U 23 I N, Pk = R A H, SRR 335 2 5 R, P e = 0, I L
B S SR A TR SR R AEL FRAE R UE TN, T HeRE— /NS o SR 5 e b 272 9 N, gk
I RS S R £ i 1o ek g B R, 4R 41 (30mL) Peidk o 5 DEVRURL I R 4, 75 21 2208
IR ) Y R 1) 1419 (23 . Omg, 5E ) , HEARZAEAL IS AT 'H NMR (400MHz ,CDC1,) §
4.12(q,J=7.1Hz,2H) ,3.63 (t,]=6.6Hz,2H) , 2.28(dd,J=14.6,6.1Hz,1H) ,2.09 (dd,J
=14.6,8.1Hz,1H) ,1.94 (m,1H) ,1.60 -1.50 (n,2H) ,1.25(t,J=6.6Hz,3H) ,1.40-1.13 (m,
10H) ,0.92(d,J=6.6Hz, 3H) ;'°C NMR (101MHz,CDC1,) 6173.6(C) ,63.2 (CH,) ,60.2 (CH,) ,
42.1(CHy , 36.8(CH,) ,32.9(CH,) ,30.5(CH),29.8(CH,) ,29.5 (CH,) ,26.9 (CH,) ,25.8
(CH,) , 19.9(CH,) ,14.4 (CH,) .

[0691] ¥4 mkME (9.6mg,0.141mmol) FIRL T & (&) — K H Akt (TBDPSCL,50.8uL,
0.195mmo1) 7 1 £z [ 4419 (18.0mg,0.0781mmo1) F-DMF (3mL) (K17 , I HLAGIR &4
FEE IR T HFE 16N o 45 S N T £ 1R 20 B (20mL) BB, F £ 7K (2 X 20mL) e ik, T4
(MgS0,) F e 46 , 15 ZUHL 470 o S e L %00 (4% 2R 18/ 24, 0.5 % Et,N) 404k, 15

115



N 115348864 A W OB P 109/267 T

B ST PRI A TBDPS B 17120 (33. 7mg,92%) «'H NMR (400MHz, CDC1,) 87.70-7.64
(m,4H) , 7.45-7.33(m,6H) ,4.13(q,J=7.1Hz,2H) ,3.65 (t,J=6.5Hz,2H) ,2.28 (dd,] =
14.6,6.0Hz,1H) ,2.09(dd,J=14.6,8.2Hz,1H) ,1.94 (m,1H) ,1.60-1.50 (m, 2H) ,1.38-
1.21 (m,3H) ,1.05(s,J=2.9Hz,2H) ,1.05 (s,9H) ,0.93(d,J]=6.6 Hz,3H) ;"°C NMR (101MHz,
CDC1,) 8173.6(C) ,135.7 (4C;CH) ,134.3 (2C;C) , 129.6 (2C;CH) ,127.7 (4C;CH) ,64.1 (CH,) ,
60.2 (CH,) ,42.1(CH,)) ,36.9 (CH,) , 32.7(CH,) ,30.5 (CH) ,29.9 (CH,) ,29.5 (CH,) ,27.01 (3C;
CH,) ,26.99 (CH,) ,25.9 (CH,) ,19.9(CH,) ,19.4(C),14.4(CH,) .

[0692] KA EALE (2.0M,427uL,0.853mmol) ¥R 7 N34 s o (6] 4420 (40.0 mg,
0.0853mmo1) ff] ZBF (2mL) 1, KRS MIAESOC R INF I /NI o g S S 474 21 28 =5 i, i i
WSINIM HCIFRAL ZpH 1, F 98k 2B A HLIE A K ik W 7K (BmL) #k , 3 B 4 1R £ 1
(3 X 15mL) ZEHUKAH o 44 & H B A HLAEHUY) FH £R 7J< (30mL) Feik , T4 (MgSO)J—’F?ﬂZEIME 5
FI) 2T R R R R Ak 21 (37 6mg, &) , AL AR H . 'H NMR (400MHz
CDC13)67.74—7.63(m,4H),7.45—7.34(m,6H),3.65(t,J—6.5Hz,2H),2.35 (dd,J=15.0,
5.9Hz,1H) ,2.14 (dd,J=15.0,8.2Hz,1H) ,1.95 (m,1H) ,1.61- 1.50 (m,2H) ,1.38-1.18 (m,
10H) ,1.04 (s,9H) ,0.96 (d,J=6.6Hz,3H) ;'°C NMR (101MHz,CDC1,) 8179.5 (C) ,135.7 (4C;
CH) ,134.3(2C;C) ,129.6 (2C; CH) ,127.7 (4C;CH) ,64.1(CH,) ,41.7 (CH,) ,36.8 (CH,) ,32.7
(CH,) ,30.3 (CH), 29.8(CH,) ,29.5(CH,) ,27.01 (3C;CH,) ,26.97 (CH,) ,25.9 (CH,) ,19.8
(CHy) , 19.4(C) ¥ : HARTE H%HIBC NMR % HR 82 B P AHAE 5 (DL EAERGE T 20 —H
55 o M ANIE 28 I 72 B 79 Foh 35 DDA ORI AL A WD A7 AE 3 2 B T NMRAE i 14 v TR B 11 [
A7 BRI — AR I

[0693]  #4DMAP (10.1mg,0.0831mmol) EDC * HC1 (39.8mg,0.208mmol) Al [a]4£2 (1,3-DG)
(70.9mg,0.125mmo1) ¥ INENER Hh 1A 4421 (36.6mg,0.0831 mmol) T =& H k¢ (2.5mL) A
W, I FO R SR R N IFE21/INSE 4 e Sy U Jot (BmlL) R, IS INEERR , I B
W TR B DI IR I RIS (01895 (4% 525 % LR .18/ T ) Alifk, , 15 31 5 6 0 & 4R 11
Hih = B b E] 422 (39. 9mg , 48% , & Wi#5) o 'H NMR (400MHz,CDCL,) 87.69-7.64 (m,4H) ,
7.44-7.34 (n,6H) ,5.28 (m, 1H) ,4.289/4.287 ($%dd,J=11.8,4.2Hz, 2H) ,4.14(dd,J=
12.0,5.9Hz,2H) ,3.65(t,J=6.5Hz,2H) ,2.37-2.27 (m,5H) , 2.11(dd,J=14.7,8.4Hz,
1H) ,1.92 (m,1H) ,1.67-1.50 (m,8H) ,1.39-1.14 (m, 56H) ,1.04 (s,9H) ,0.93(d,]J=6.6Hz,
3H) ,0.88 (t,J=6.9Hz,6H) ; °C NMR (101MHz,CDC1,) 8173.5(2C;0) ,172.5(C) ,135.7 (4C;
CH) ,134.3(2C;C) , 129.6(2C;CH) ,127.7 (4C;CH) ,68.9 (CH) ,64.1 (CH,) ,62.3 (2C;CH,) ,
41.8 (CH,),36.8(CH,) ,34.2(2C;CH,) ,32.7 (CH) ,32.1(2C;CH,) ,30.5 (CH) ,29.9 (CH) ,
29.84 (6C;CH,) ,29.80 (4C;CH,) ,29.76 (2C;CH,) ,29.6 (2C;CH,) ,29.54 (CH,) ,29.51 (2C;
CH,) ,29.4 (2C;CH,) ,29.3 (2C;CH,) ,27.02 (CH,) ,27.00 (3C;CH,) ,25.9 (CH,) ,25.0 (2C;CH,) ,
22.8(2C;CH,) ,19.7 (CH,) ,19.4(C) ,14.3(2C; CH,) .

[0694]  ZE0°C T, KDY T R & Ak g% (TBAF, 1.OMT-THE 97, 98.3uL,98. 3umol) ¥ %I TBDPS
ik o 8] 44222 (39, Omg , 39 .. 3umo1) F-THF (2. 5mL) H KW T, HEIR & AR iR R R =/
I o S R4 F 7K (10mL) e, FH 2 BR <01 (3 X 15mL) 22 HL, I H F A HLA B FH £R K
(30mL) Pk, T4 MgS0,) FF R Mk 4i , 45 FH =4 o 38 i ik R 159 (10%6 £220% 4R &
Mg/ L J50) 4liAk , 43 31 5 T8 ¢ 5 VA DR (0 B2 o 1) 44623 (21 8mg, 74%) o 'H NMR (400MHz,CDC1,) 8
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5.28 (m,1H) ,4.29(dd,J=11.9,4.3Hz,2H) ,4.14(dd,J=11.9,5.9Hz,2H) , 3.64(t,]J=
6.6Hz,2H) ,2.36-2.27 (m,5H) ,2.12(dd,J=14.7,8.2Hz,1H) ,1.93 (m,1H) ,1.65-1.52 (m,
6H) ,1.39-1.16 (m,58H) ,0.93 (d,J=6.6Hz,3H) ,0.88 (t,]J=6.9Hz,6H) ;'°C NMR (101MHz,
CDC1,) 6173.5(2€:C) ,172.5(C) ,68.9 (CH) ,63.2(CH,) ,62.3 (2C:CH,) ,41.8(CH,) ,36.7
(CH,) ,34.2(2C;CH,) ,32.9 (CH,) ,32.1(2C;CH,) ,30.5(CH) ,29.84 (4C;CH,) ,29.83 (2C;
CH,) ,29.80 (4C; CH,) ,29.77 (2C;CH,) ,29.6 (2C;CH,) ,29.5 (3C;CH,) ,29.4 (2C;CH,) ,29.3
(3C; CH,) ,26.9(CH,) ,25.8(CH,) ,25.0(2C;CH,) ,22.8 (2C;CH,) ,19.7 (CH,) ,14.3 (2C;
CH,) «

[0695]  {EO°C I, K5 A& BRnt IE #4 (PCC, 12.0mg,55. 8umol) VR INFEE dr a4k 23 (21.0mg,
27.9umol) FFETE L (15mg) T =& H &% (1.5mL) F (K BV, IR S 1E i S hi e
1. 75/ oK s B A3 it ek B R B 8, FH G IR L BR B, I HLIRUR IR 4 I8, 15 2 2 i 4
R 0 (0 LR Hh ) 4524 (20 9mg, 58 4, FUARZ AL EIAE AT 'H NMR (400MHz ,CDC1,) 89.76
(s,1H) ,5.28 (m, 1H),4.29(dd,J=11.6,3.5Hz,2H) ,4.14(dd,J=11.6,5.7Hz,2H) ,2.42
(t,J= 7.1Hz,2H) ,2.36-2.25 (m,5H) ,2.12(dd,J=14.5,8.3Hz,1H) ,1.93 (m,1H) , 1.72-
1.53 (m,6H) ,1.42-1.05 (m,56H) ,0.93 (d,J=6.5Hz,3H) ,0.88(t,]=6.6 Hz,6H) .

[0696]  rh[a]{A&25 : AR 4% DL B 145 : Gossauer, A. ;Kuhne,G.Liebigs.Ann.Chem. 1977,664-
686

[0697] K5 PN §5EE P 1A14A25 (8. Img, 19.0umol) F-H 2K (0. 4mL) A ¥ TR N 38145 1% 1] 4
24 (11.0mg, 14.6umol) HHI 2 (0. 6mL) H, FFHE VR M T B DY /INISE o 5 S A4 ) 28 %
BRI, 15 2D =) i R R Lt (5% £10% LR LBs/ Chbe) 4tk A B 23
MRPI @, B- AHATE S B b a4k 26 (7. Img,54%) o 'H NMR (401MHz,CDCL,) 87.41-7.27
(m,5H) ,6.81 (td, J=7.5,1.4Hz,1H) ,5.27 (m,1H) ,5.18(s,2H) ,4.29(dd,J=11.9,4.3Hz,
2H), 4.14(dd,J=11.9,6.0Hz,2H) ,2.36-2.27 (m,5H) ,2.20-2.08 (m,3H) ,1.93 (m, 1H),
1.85(d,J=1.2Hz,3H) ,1.67-1.54 (m,6H) ,1.47-1.38 (m,2H) ,1.37-1.19 (m,54H) ,0.93(d,
J=6.6Hz,3H) ,0.88 (t,J=6.9Hz,6H) ;'°C NMR (101MHz, CDC1,)8173.4(2C;0) ,172.4(C) ,
168.2(C) ,143.2(CH) ,136.6(C) ,128.7(2C; CH) ,128.2 (CH) ,128.1 (2C;CH) ,127.6 (C)
69.0 (CH) ,66.3 (CH,) ,62.3(2C; CH,) ,41.8(CH,) ,36.8(CH,) ,34.2(2C;CH,) ,32.1 (2C;CH,) ,
30.5(CH) ,29.85 (6C;CH,) ,29.81 (4C;CH,) ,29.77 (2C;CH,) ,29.74 (CH,) ,29.63 (2C;CH,) ,
29.56 (CH,) ,29.51(2C;CH,) ,29.4 (2C;CH,) ,29.3 (2C;CH,) ,28.9(CH,) ,28.7 (CH) , 27.0
(CH,) ,25.0(2C;CH,) ,22.8 (2C:CH,) ,19.7 (CH,) ,14.3 (2C:CH,) ,12.6 (CH,) .

[0698] K 7E XU AUE I 1) 5 S Tk v 1] 44226 (48 . 5mg , 54 . 0umol) F £ R 4. T (2.5 mL) HHH)
VA L I RN SR e (B =00 SR S n g/ (10%w/w, 11.5mg,10.8umol) , I H.
W P 4SRRI B I F NP E (B =00 o BRI H, SRR, il B 2 JF FHH, e (% =
0 I HAG S SR A WIAE 2R T AR LAR R U B H, T 40 HE = /NI o K s S A7) i i Ak 78
IS8, FH OR CERSe IR W4 , 15 2R =4 @i A IR ik (10% £20% LR LR/
Cub%) 44k , 7531 5 T (R A B M AR 14427 (C12a° BMe -T2 -2-TG) (28.1 mg,64%) o 'H
NMR (401MHz,CDC1,) 65.27 (m, 1H) ,4.29(dd,J=11.9,4.3 Hz,2H) ,4.14(dd,J=11.9,
6.1Hz,2H) ,2.46 (m,1H) ,2.37-2.26 (m,5H) ,2.12 (dd,J=14.7,8.2Hz,1H) ,1.94 (m, 1H) ,
1.73-1.55(m,5H) ,1.41 (m,1H) ,1.37 -1.20 (m,60H) ,1.18(d,J=7.0Hz,3H) ,0.93(d,J=
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6.611z,3H) ,0.88 (t,J=6.9 Hz,6H) :°C NMR (101MHz,CDCL,) 5182.3 (C) , 173.5 (2C:0) ,
172.5(C) ,69.0 (CH) ,62.3(2C:CH,) ,41.8 (CH,) ,39.4 (CH) ,36.8 (CH,) ,34.2 (2C:CH,) ,33.7
(CH,) ,32.1(2C;CH,) ,30.5 (CH) ,29.84 (6C;CH,) ,29.80 (4C;CH,) ,29.77 (2C; CH,) ,29.62
(2C:CH,) ,29.60 (CH,) ,29.57 (CH,) ,29.5 (2C;CH,) ,29.4 (2C;CH,) , 29.3(2C:CH,) ,27.3
(CH,) ,27.0(CH,) ,25.0(2C;CH,) ,22.8 (2C;CH,) ,19.7 (CH,) ,17.0(CH,) ,14.3 (2C;CH,) .
[0699]  C4-P#&-2-TG (P[] 428) :

o)
X OO X
0 Cq5H34 O O Cy 5H3‘I
[0700] O._CisHas DMAP, stt.%% 2l O_C1sHa
e THF/CH,Cl, 91% o bl
0 (0]
P ] 4k 2 (1,3-DG) " 1] 4k 28

[0701] 515, HER28H) A i

[0702]  #4- (- HIE L) Mg (DMAP, 15.5mg, 0. 127mmol) FINFN1, 3 - H i — g 8] 442
(72.2mg,0.127mmol) FIBEFAMRAET (25.4mg,0.254mmol) FLHE /THF/CH,CL, (0. 5mL) H )
VW, I B IR S E =R T SR 17 /NI o R N A 5 4 \Hﬁf)ﬁfﬂﬁa@%(% 4mg,
0.254mmol) FIDMAP (15.5mg,0.127 mmol) , K- IRAE40C N FINFA22/ NI o 4 e A FH &
i 2,6 (25mL) FRE , I IM HC1 (20mL) AR K (2 30nL) Btk , T4 01gS0,) F IR , 1 5
R o ik IR 1 7% (15 % 2225% LR 4T/ O ke) 19 3 2 R A AR ER - TGH 8] 4428
(77.0mg,91%) . 'H NMR (400MHz,CDC1,) 85.27 (m, 1H) , 4.30(dd,J=12.0,4.3Hz,2H) ,4.15
(dd,J=12.0,5.8Hz,2H) ,2.72-2.61 (m, 4H),2.31(t,J="7.6Hz,4H) ,1.67-1.54 (m,4H) ,
1.36-1.19 (m,48H) ,0.88 (t,] =6.9Hz,6H) ; °C NMR (101MHz,CDC1,) 6176.9 (C) ,173.5 (2C;
C),171.4(C), 69.8(CH) ,62.0(2C;CH,) ,34.2(2C;CH,) ,32.1(2C;CH,) ,29.84 (6C;CH,) ,
29.81 (4C;CH,) ,29.77 (2C5CH,) ,29.6 (2C;CH,) ,29.5 (2C5CH,) ,29.4 (2C;CH,) ,29.3 (2C;
CH,) ,29.0(CH,) ,28.8(CH,) ,25.0 (2C;CH,) ,22.8 (2C;CH,) ,14.3 (2C;CH,)

[0703]  C6-1i&-2-TG (Fh[A]4429) -

X ;
o Crshay . ,U\H)J\ J\CﬁHm
oo oM e “0{ : {
\I(C15H31 CHZCIZ 57% \[]’015H31
0 . 0
¥ Ji] 4K 2 (1,3-DG) P 8] 4Kk 29

[0705] 7 Z16. HHEAR291) A B o

[0706] #1,3-H i —BEe 1442 (75.0mg,0.132mmo1) FIALAE (107uL,1.32mmol) TCH,CL,
(2.5mL) H RIS N3 & —BESAUL (96. 1mL,0.659mmol) (ICH,CL, (2.5mL) F I FoKR & %
IR L 5/NF oK S N 1 2 =, FH 2R 20T (30mL) FRRE, I HoK A LA F M
HC1 (20mL) A5 7K (2} 20mL) P, T4 (MgSO,) HIBUE M 4ii , 75 FIHH 7= 40 o i 3 ek i 8, 3t vk
(15% %25% Z. TR L./ T e) 24k, 13 31 5 T B IR (1 2 - TG rP 1A #4629 (52 Tmg ,57%) o 'H
NMR (400MHz , CDC1,) 85.26 (m, 1H) ,4.30(dd,J=11.9,4.3Hz,2H) ,4.14 (dd,J=11.9,
5.9Hz,2H) ,2.41-2.34 (m,4H) ,2.31 (t,J=7.6Hz,4H) ,1.72- 1.65 (m,4H) ,1.65-1.56 (m,
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4H) ,1.35-1.20 (m,48H) ,0.88 (t,J=6.8Hz,6H) ; °C NVR (101MHz,CDC1,) §178.3 (C) ,173.5
(2€;C) ,172.4(C) ,69.3 (CH) , 62.2(2C;CH,) ,34.2(2C;CH,) ,33.8(CH,) ,33.5(CH,) ,32.1
(2C;CH,) ,29.84 (6C;CH,) ,29.81 (4C;CH,) ,29.77 (2C;CH,) ,29.6 (2C;CH,) ,29.5 (2C;CH,) ,
29.4(2C;CH,) ,29.3(2C:CH,) ,25.0 (2C;CH,) ,24.3(CH,) ,24.1 (CH,) ,22.8(2C; CH,) ,14.3
(2C;CH,) «

[0707]  C10BMe- R -2-TG (FH[E]4430) :

NaClO;, NaH,PO,

0 0
o) 0 L 2.3-= Me-2- TH 0 o
W 07 “CisHa1 +-BuOH #kisi, 75% (2 %) W 0)1\015“31
e oAb o
° )¢
0

[0708]

\n/C15H31 O
_ 0
W il 4k 24 ¥ i #k 30

[0709] 75517 H A 30/ & AR o

[0710]  CRE IV SCEREN (2. Tmg, 0. 251mmol) FNHERE — 28 (NaH,PO,,23 . 4mg, 0.195mmol) F-
7K (ImLL) H PR 032 T ¥R N 8145 8% R] 4424 (20 . 9mg ,0.0279 mmo1) ft-BuOH (1. 5mL) 12,
3- “HIEE-2-T 0 (0. 3mL) Hh Jf HLARS S SIIFE S T HEPE2 . 25 /N o K S i) FH K (10mL) #
B, IR HH OB 2l (3 X 16mL)  ZEHUK)Z A & IF A HLAE B 7K (30mL) Pedsk , T4
(MgS0,) F ke 4 , 75 B 7= 47 o i Fek e 2 1%V (10%6 2220% LR 4T/ kit , %45 0.5%
ZIR) BUAk , 15 31) 56 €6 [ (IR () R P TR 30 (16 . Img, 75%) o 'H NMR (400 MHz,CDC1,) 85.27
(m,1H) ,4.29 (dd,J=11.9,4.3Hz,2H) ,4.14 (dd,J=12.0, 6.0Hz,2H),2.37-2.27 (m,7H) ,
2.12(dd,J=14.7,8.2Hz,1H) ,1.93 (m,1H) , 1.67-1.55(m,6H) ,1.40-1.14 (m,56H) ,0.93
(d,J=6.6Hz,3H) ,0.88 (t,]=6.9 Hz,6H) ;'°C NMR (101MHz,CDC1,) 8179.7 (C) ,173.5 (2C;
0),172.4(C) ,69.0 (CH),62.3 (2C;CH,) ,41.8(CH,) ,36.7 (CH,) ,34.2(2C;CH,) ,34.1(CH,) ,
32.1 (2C;CHy ,30.4 (CH) ,29.82 (6C;CH,) ,29.79 (4C;CH,) ,29.75 (2C;CH, ,29.6 (2C;CH,) ,
29.5(3C;CH,) ,29.4 (2C;CH,) ,29.24 (2C;CH,) ,29.16 (CH,) ,26.8 (CH,) ,25.0(2C;CH,) ,24.8
(CH,) ,22.8(2C;CH,) ,19.7 (CH,) ,14.2 (2C;CH,)

[0711]  C12BMe-OH-2-TG (h[AlfA121) -

[0712]  fd H 5 Bk b [a)R23 G AR BAR) 7V , il % )4 121 -

x
0O
NP S
[0713] HO . O—<:
0]

\H/C15H31

O

[0714]  Hh[A]fA121

[0715]  'H NMR (401MHz,CDC1,) 85.28 (m, 1H) ,4.29 (dd,J=11.9,4.3Hz,2H) , 4.14(dd,]J=
11.8,6.0Hz,2H) ,3.64 (t,J=6.6Hz,2H) ,2.32(dd,J=14.6,5.80z, 1H),2.30(t,]J=
7.5Hz,4H) ,2.12(dd,J=14.6,8.2Hz,1H) ,1.94 (m,1H) ,1.64- 1.49 (m,6H) ,1.40-1.13 (m,
62H) ,0.93 (d,J=6.6Hz,3H) ,0.88 (t,J=6.9Hz,6H) ; '°C NMR (101MHz,CDC1,) 6173.3 (2C;
0),172.4(C) ,68.9 (CH) ,62.9 (CH) , 62.2(2C;CH,) ,41.7(CH,) ,36.7 (CH,) ,34.1 (2C;CH,) ,
32.9(CH,) ,32.0(2C; CH, ,30.4 (CH),29.80 (CH,) ,29.76 (6C;CH,) ,29.72 (4C;CH,) ,29.68
(2C;CHy) , 29.65 (CH,) ,29.62 (CH,) ,29.53 (2C;CH,) ,29.50 (CH,) ,29.4 (2C;CH,) ,29.3 (2C;
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CH,) ,29.2 (2C;CH,) ,27.0 (CH,) ,25.8 (CH,) ,24.9 (2C;CH,) ,22.7 (2C;CH,) , 19.6(CH,) ,14.2
(2C;CH,)
[0716]  (C12a’BMe-OH-2-TG (Hr[a 44 143) .

O
O )‘L
HO 0" "CqsHay
[0717] . o{
OTC15H31

O

[o718]  FhlAI {4143

[0719]  {E0°C R, ¥4 & s BRI e 4 (16.5mg, 0. 0765mmol) A #E 1 (16 Smg) ¥ N F §% ]
K121 (40.0mg,0.0512mmo1) F-CH,C1, (2. 5mL) HAJVEVR T, K Fr 5B IAE0 C R i H: 15
Jr BT, IF BAR G 1RSI R HERE =/ o R S SR S i e FE 1L g 4R 4T (50mL)
Bt I ELRE UV S e 48, 75 1) S VSR PR W ) A L e, HLoR e A R Y o

[0720]  CREMHRE EHTAMET LBk (2.5mL) A, FRi4 EI 2 - 10°C (UK/ K H) AR SE A0 Bk
(3.OMF Mt , 18.8ul,0.0563mmol) , F-Kf [ WA e £ BIUKAR (-20°C) H, HF HAE SR E
L9/ VR A DR AR - 10°C @ WS IV R NH, CL/KVA R (4mL) ZEA8 VK, I HAR f5 il 3
EHRAREHOIRCEE (3 X 20mL) ZH, I HAG & I KA N K (25mL) AEE K
(25mL) Wedk » T4 (MgSO,) FF IR il 4 » 75 UKL W) - RERZ (43595 (0% 2 15% LM L BR/C
foe) 75 1) 5% {3 £ [ fACDR A 1 D44 143 (21 6mg ,53%) o 'H NMR (401MHz, CDCL,) 85.27 (m,
1H) ,4.29(dd,J=11.9,3.8Hz,2H) ,4.14 (dd,J=11.9,6.0Hz, 2H),3.78 (m,1H),2.32(dd,]
=14.6,5.8Hz,1H) ,2.30 (t,J=7.5Hz,4H) ,2.12 (dd,J=14.7,8.2Hz,1H) ,1.93 (m, 11)
1.66-1.56 (m,6H) ,1.52-1.21 (m,62H) , 1.18(d,J=6.2Hz,3H) ,0.93(d,J=6.6Hz,3H) ,
0.88(t,J=6.9Hz,6H) .'°C NMR (101MHz,CDC1,) 6173.5(2C;C) ,172.5(C) ,69.0 (CH) ,68.3
(CH) ,62.3 (2C;CH,) ,41.9(CH,) ,39.5 (CH,) ,36.8 (CH,) ,34.2(2C;CH,) ,32.1 (2C;CH,) ,
30.5 (CH) ,29.90 (CH,) ,29.85 (6C;CH,) ,29.81 (4C;CH,) ,29.78 (3C;CH,) ,29.75 (CH,) ,29.72
(CH,) ,29.6 (2C;CH,) ,29.5 (2C;CH,) ,29.4 (2C;CH,) ,29.3 (2C; CH,) ,27.1(CH,) ,25.9 (CH,) ,
25.0(2C;CH,) ,23.7 (CH,) ,22.8(2C;CH,) ,19.7 (CH,) ,14.3(2C;CH,) .

[0721]  C12a’BMe-OH-2-TG- JHFERHE (H [A]#£270) :

[0722] i Fl 5 b3k ] 44 143 65 AR 73 , e o 1R 4 235 i) 46 [A] 44 269 T[] 4
270

¥ |a] 4k 269 O)\HM
5 5

[0724]  C12BMe- % -2- TGy ([ #4:269) 'H NMR (401MHz,CDC1,) 89.76 (t,]=1.8Hz,
1H) ,5.39-5.24 (m,5H) ,4.29 (dd,J=11.9,4.2Hz,2H) ,4.14 (dd, J=11.8,6.1Hz,2H) ,2.42
(td,J=7.3,1.8Hz,2H) ,2.32(dd,J=14.7,5.9Hz, 1H),2.30(t,J=7.6Hz,4H) ,2.12(dd,]J
=14.7,8.3Hz,1H) ,2.05-1.87 (m,9H) , 1.69-1.50 (m,6H) ,1.38-1.14 (m,52H) ,0.93(d,]J=
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6.6Hz,3H) ,0.88(t,J=6.8 Hz,6H) .

0
HOWO\(\OW
o)
¥ 1E] 4k 270 OW

[0726]  C12a’BMe-OH-2-TG- IR HE (1A 4270) 'H NMR (401MHz,CDCL,) 8 5.39-5.24 (m,
5H) ,4.28 (dd,J=12.0,4.0Hz,2H) ,4.14 (dd,J=11.9,6.1Hz, 2H),3.78 (m,1H) ,2.36-2.27
(m,5H) ,2.11(dd,J=14.7,8.20z,1H) ,2.06-1.88 (m,9H) ,1.66-1.56 (m,4H) ,1.49-1.20
(m,56H) ,1.18(d,J=6.2Hz,3H) ,0.92 (d,]=6.6Hz,3H),0.87 (t,J=6.9Hz,6MH) ; °C NMR
(101MHz,CDC1,) 8173.4 (2C;C),172.5(C) ,130.1(2C;CH) ,129.8 (2C;CH) ,68.9 (CH) ,68.3
(CH) ,62.3 (2C:CH,) ,41.8(CH,) ,39.5 (CH,) ,36.8 (CH,) ,34.2(2C:CH,) ,32.0 (2C;CH,) ,
30.5 (CH) ,29.89 (2C:CH,) ,29.88 (CH,) ,29.83 (2C:CH,) ,29.77 (CH,) ,29.72 (CH,) ,29.70
(CH,) ,29.65 (2C;CH,) ,29.45 (4C;CH,) ,29.30 (2C;CH,) ,29.24 (2C;CH,) ,29.22 (2C:CH,) ,
27.4(2C;CH,) ,27.3 (2C;CH,) ,27.0(CH,) ,25.9 (CH,) ,25.0(2C;CH,) ,23.6 (CH,) ,22.8 (2C;
CH,) ,19.7 (CH,) ,14.2 (2C;CH,) ; ESI-HRMS:C_,H, NaO, [M+Na ][] i1 544 }869. 7205 ; LA
48697206

[0727]  C12B’BMe-OH-2-TG (H[a]{£148) :

O
o J’L
HO\/L(V}J\)'L - C15H31
@)

\”/C15H31
@]

[0725]

[0728]

¥ Ja] 4k 148
[0729]  7E-5°C T, ke - —H B E 49 (1. 05MFTHFH ,94 . 0ul,98.9 umol) ¥R INE|
PR FR B4R 27 (40. 0mg ,49 . 4umol) FTHF (1.5mL) H AV , FE IR B WIAE-5°C R it #4057
B, 3 HAR fE A AR VKRS R &R B 197N K e B FA 7K (20mL) S 1848 , I HLFH 4R B
(3 X 20mL) ZEHOKAH  ¥-A I A HLEL R H 2E7K (30mL) BE% , T8 MgS0,) FF ke 4 , 1%
PP BT R v (5% 215% LFR 216/ 2 e) 4tk , 15 21 5270 (2 iR Py % v 1)
14148 (35.8mg,91%) . 'H NMR (401MHz,CDC1,) 85.27 (m, 1H) ,4.29 (dd, J=11.8,4.2Hz,2H) ,
4.14(dd,J=11.9,5.9Hz,2H) ,3.51 (dd,J=10.5,5.8Hz, 1H),3.42(dd,J=10.5,6.5Hz,
1H) ,2.33(dd,J=14.8,6.0Hz,1H) ,2.30 (t,J= 7.6Hz,4H) ,2.12(dd,J=14.8,8.2Hz,1H) ,
1.93 (m,1H) ,1.65-1.50 (m,5H) , 1.44-1.05(m,62H),0.93(d,J=6.7Hz,3H) ,0.92(d,J=
6.7Hz,3H) ,0.88 (t,] =6.9Hz,6H) .
[0730]  C12-P&-2-TG (Fp[A]4437) -
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0

0O 0 B D
)J\H)k 0" "CisHay %4 M OJLC15H31
[0731] ¢l ol * HO{ HO 10 0{
O.__CisHaq CH,Cl,, 56% 0. CiaHas

0]
PR
0 36 5
¥ A 4k 4’|'5]4$-2(1.3-DG}1])/ ¥ Ji] 4k 37 \Ig

[0732] 72218, FRIAKS T & il
[0733] ¥4+ & — W% (700mg, 3. 04mmol) AIDMF (#E) T WAEEES (2.20mL, 30.4mmol) H
(IR A YD I FA R P /NI o K s R4 H1 R =3, R R (BmL) B TR IR 46, 19 B 2 38
LR RS 1) 1436 (812mg , 5 ) , HARZAULEI A 'H NMR (400MHz,CDC1,) : 8
2.88(t,J=7.3Hz,4H) ,1.76- 1.65 (u,4H) ,1.42-1.23 (m,12H) »
[0734]  ¥41,3-Hh —Feh (A1 442 (40.0mg, 0.0703mmo1) FIMLHE (56.9uL,0.703 mmol) T
CH,C1, (1. 5mL) H A A N 2125 — BE S 18] 44236 (93.9mg , 0. 352 mmol) [ICH,C1, (1. 5mL)
i IE B IR SR IR N IR 16/ o M 4R £ B (3mL) 7K (10mL) FAIM HC1
2mL) Fiks, 3 /K2R AT (3 X 15mL) ZEHL K& G LA E Y A IM HC1 (30mL)
AMERIK (2X30mL)  Pek, T4 MgS0,) F I He e ds , 45 2R ™ 1) o 1l Ak JIg (2332 (20% &
45% LR W8/ Toke) ik, 15 3 52 76 6 [ AR 1R - TG 18] 437 (30 Tmg , 56 %) - 'H NMR
(400MHz ,CDC1,) :85.26 (m, 1H) ,4.29 (dd,J=11.9,4.3Hz,2l) ,4.14 (dd,J=11.9,5.9Hz,
2H) ,2.38-2.26 (m,8H) ,1.69-1.54 (m,8H) ,1.38-1.19 (m,60H) ,0.87 (t,J=6.9Hz,6H) .
[0735]  C15BMe-f&-2-TG (F1[a]4449) .
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T Ny FI#17

Li—=—TMs X COLE!
Bno%\/x BHOM -
DMPU, THF 8 Pd(PPh:-;)zClz, Cul

-50°C-% iR, 88%
"P J7) 4% 38: X = OH CBF,‘, Pph3 "P Iﬁ] “* 40: X = TMS ;ElA:Fga%
Py — CH,Cly, 89% ¥ il 4k 41: X = H :

Et;N, DMF, 76%

CisHay

o)
o
HO—<:
OTC15H31
'\ -
BnO Z | My (1 kAU g s
8 El0” YO R20 OR'

. Pd/C, EIOAC 3 EDC, DMAP
P 1A 4k 42 %% CH,Cl,, 88%

[0736] i 1 2
) 4k 43: R =EL R? = H :| TBDPSCI, s i

DMF, 93%
¥ ] 4k 44: R' = Et, R = TBDPS

:I 2 M KOH, EOH
Int-45: R' = H, R2 = TBDPS 60°C.x¥

X

(]

RN 0" CysHay
o~

1

0\"/015H3|
o)
i ] 4k 46: R = CH,OTBDPS AR
# i 4k 47: R = CH,OH THF, 74%
PCC, CH,Cl,

¥ i 4k 48: R = CHO N&CIO, NaH;PO

Ja] 4% 49: R = CO,H 23-—-Me-2- T 1
. . K% t-BUOH, 85% (2 )

[0737] 52819, FR{AIAK49) & Al o

[0738]  {EO°C F,¥1,10-%% ¥ (1.05g,6.00mmol) T-DMF (7mL) H [ VA V% i s I 2 A Ak
BN (60 % w/w B ) A, FHIRPE BRI, 240mg ,6.00 mmol) J-DMF (8mL) H i) = W -
HAFHRGYEZIR TP — /NI ORI 348 (784uL,3.50mmol) , I HIB & YI7E = i
THEREL B/ K S N ) 20 BR 20T (30mL) FRE, FZK (20mL) V52K, 3 H FH 4R .15 (3 X
30mL)  FEEUAKHH o 44 & JF 1A LA I FZK A ER 7K (%-60mL) BE% , T (MgS0,) I Ha ik
i , A5 FHE 24 o 0 R R 6 15 (20% 230% LR 2. Fg/ O k) 2lifk , 43 31 2 TE 6 R )
HEILME AP A 1438 (657mg 41 %) o 'H NMR (400MHz, CDC1,) 67.39-7.24 (m,5H) ,4.50 (s, 2H) ,
3.64 (t,]J=6.6Hz,2H) ,3.46 (t,J= 6.7Hz,2H) ,1.65-1.52 (m,4H) ,1.40-1.25 (m,12H) .
[0739]  {EO°C N, ¥ PUiRALHR (1.05g,3.17mmol) A= (1.07g,4.08mmol) s n 3
Fra] 4438 (600mg, 1. 11mmol) F-CH,CL, (20mL) H ¥ T, H KR G ME = IR T A HE2. 5/
I o K5 S N2 HICH,C1, (20mL) i , 48 INAEE - L3 s 28 A0 ¥ 771 o b el ek i £ 2 (396 224 %6
LR LT/ Cke) gtk , 158 5 26 R ¥ it AL W A 4439 (658mg,89%) o 'H NMR
(400MHz,CDC1,) 8 7.41-7.26 (m,5H) ,4.50 (s,2H) ,3.46 (t,J=6.6Hz,2H) ,3.40 (t,J=
6.9Hz,2H) , 1.91-1.79 (m,2H) ,1.68-1.56 (mn,2H) ,1.47-1.23 (m,12H) «

[0740]  7E-78°CF K 1F T %48 (n-Buli,1.6MT ki ,4.01mL,6.42mmol) ZE1S ¥ N
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TMS- 24 (1.02mL, 7. 22mmo1) F-THF (9mL) H ()W, F A4 IR G IAE - 78 C N i+ T 70 b
SRJETHR Z =R, JF B HRE 1550 B R S TR A 2 -50°C , I8 8 VR AL 4 H 1) 44 39
(525mg, 1.60mmol) FDMPU (1.06mL,8.82mmol) F-THF (6mL) 1 (1 ¥A7K , 3T B IR S - 50
CRERE 302040, I HAR G/ S0 R A PE22/N 6 e i FH 7K (15mL) ke, 3F HL S
KRAHIER A S KRV 8 215 (3X 25mL) 2L, I H A4 & A HLAE U FH 25K
(50mL) ek, T4 MgS0,) FH Ik il , 13 BAH =1 o i ek Jie (18592 (3.5 % 24 .56% LR &
fig/ CLb) aift, 13 3 20 iR TMSHR R A 8] 4440 (489mg , 88 %) , F & A /& (1) Jiit FH
FERE L BRI P A 41 (<10%) o 'H NMR (400MHz,CDC1,) 87.37-7.25 (m,5H) ,4.50 (s, 2H) ,
3.46 (t,J=6.7Hz,2H) ,2.21 (t,J=7.2Hz,2H) ,1.65-1.58 (m,2H) ,1.54-1.46 (m, 2H),
1.41-1.24 (m,12H) ,0.14(s,9H) .

[0741]  {EO°C N, ¥ DU T 344k (TBAF, 1. OMT-THF ', 1.61mL,1.61mmol) iZWGH N &
R Joe BE o 428 v 1] 44540 (463mg , 1. 34mmol) FITHE (12mL) o, HRR & 07E =il N Hi #4045
Bl g I N K (10mL) # B, 7 H H Z8R .18 (3 X 20mL) ZEEUKAH K & 5 1A HLAE L)
F#E7K (40mL) Pl , T MgS0,) IR H ik i , 43 2R 4 o 1tk i 3k (4% £5% LR
W/ T k) didl, 45 3 B TE O e M H B vh Al 4441 (361mg, 98%) . 'H NMR (400 MHz,
CDC1,) 87.38-7.25 (m,5H) ,4.50 (s, 2H) ,3.46 (t,J=6.7Hz,2H) ,2.18 (td, J=7.1,2.6Hz,
2H) ,1.94 (t,J=2.7Hz,1H) ,1.65-1.57 (m,2H) ,1.55-1.48 (m, 2H),1.43-1.24 (m,12H) ."°C
NMR (101MHz,CDC1,) 6138.86 (C) ,128.49 (2C; CH) ,127.77 (2C;CH) ,127.61 (CH) ,84.97 (C) ,
73.00(CH,) ,70.67 (CH,) ,68.18 (CH),29.91 (CH,) ,29.67 (CH,) ,29.59 (CH,) ,29.57 (CH,) ,
29.23 (CH,) ,28.89 (CH,) ,28.63 (CH,) ,26.33 (CH,) ,18.54 (CH,) -

[0742] i FAN, St ¥sPdC1, (PPh,) , (32.2mg,0.0459mmol) F-DMF (4mL) HH ) BRI W Bt < AL
Syl 3¢ HAR S InCul (35.0mg, 0. 184mmol) \Et,N (256uL, 1.84mmol) BA bk ] 441
(250mg,0.918mmo1) Fl e — % i BL £ A 4417 (313mg, 1. 19mmo1) F-DMF (6mL) 1] i <,
VAT o A FHN TN VR S P B IS T 20, 9F HLARJEAET0°C R Ik — /i B S B Hl 2 =
W, F 2% W6 (40mL) FiRe, FHIM HCL .M AINaHCO, K I« AK AR K (%% 30mL) ik, T
(MgSO0,) FHIR R ik 4 , 13 B =W FE R il vk (4% 5% L LW/ C ) 15 21 5% 18 i
R4 ) 475 e 1] 4442 (269mg , 76 %) o 'H NMR (400MHz ,CDC1,) 87.38-7.24 (m,5H) ,5.92 (m,
1H) ,4.50 (s, 2H) ,4,18 (t,J=7.1Hz,2H) ,3.46 (t,]=6.7Hz,2H) ,2.43 (t,J=7.2Hz,2H) ,
2.01(d,J= 1.4Hz,3H) ,1.65-1.55 (n,4H) ,1.46-1.24 (m,12H) ;'°C NMR (101MHz, CDCI,) 8
165.4(C) ,138.8(C) ,135.9(C) ,128.5(2C;CH) ,127.7(2C;CH) ,127.6 (CH) ,123.3 (CH) ,
103.3(C),79.9(C) ,73.0(CH,) ,70.6 (CH,) ,60.0(CH,) ,29.9 (CH,) ,29.65 (CH,) ,29.59
(CH,) ,29.56 (CH,) ,29.2(CH,) ,29.1(CH,) ,28.6(CH,) , 26.3(CH,),26.0 (CH,) ,20.1 (CH)) ,
14.4(CH,) -

[0743] 5 = 291 [ JES I o 1 5% Jk ik vh [A] 4442 (246mg , 0. 640mmol) T ZFR 4 fiE  (25mL)
PR VR A L 23 P O, I FAN, AR e, SR A A/ (10 % w/w,  102mg,0.0960mmo1) , 3 H.
g P A AR T P T A B 7 I PN, P g = UK o Je il 2 A H, OB, il 50 9 FHH, o e =2k, 9F B
W I VR A ITE I FAEL AR R SR, R — /N o SR S5 K e S VR B 470 38 o ek g 1=
B8, I H R T8 (40mL) Peif i B JUR IR 46 JE VR, 75 31 5 T iR A ) 1 AN v ) 4
43 (192mg , & ) , FAR L AALRIE . 'H NVR (400MHz,CDC1,) 8 4.12(q,J=7.1Hz,2H) ,3.63
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(t,J=6.6Hz,2H) ,2.28(dd,J=14.6,6.0Hz,1H) , 2.08(dd,J=14.6,8.1Hz,1H) ,1.93 (m,
1H) ,1.60-1.51 (m,2H) ,1.43-1.12(m, 23H),0.92(d,J=6.6Hz,3H) ."*C NMR (101MHz,
CDC1,) 6173.6(C) ,63.2 (CH,) ,60.2(CH,) ,42.1(CH,) ,36.9 (CH,) ,32.9(CH,) ,30.5(CH) ,
29.9(CH,) , 29.74 (4C;CH,) ,29.70 (CH,) ,29.6 (CH,) ,27.0 (CH,) ,25.9 (CH,) ,19.9 (CH,) ,
14.4(CH,) -

[0744]  H4mKME (32.0mg,0.0.469mmol) FIAL T & (&) — 2K F:AE 48 (TBDPSCL, 183 1L,
0.704mmo) s N2 EE 1 8] 4443 (70.5mg, 0. 235mmo1) HIDMF (7mL) " HI¥ER A, 3 BB R S
EEIR TR TN B I B 2R 2. 15 (20mL) ke, 7K (20mL) Ak 7K (2 20mL) ¥
%, T8 (MgS0,) FRg Kk 48 , 19 BH =9 B IR (i vk (3% B4% LR L Ws/ O bt , &
0.5%Et,N) 4lifk, 13 ) 5 76 4 R P i TBDP S 1] 4544 (117mg , 93%) o 'H NMR (400MHz,
CDC1,) 87.70-7.63 (m,4H) ,7.44-7.34 (m,6H) ,4.12(q,J=7.1Hz,2H) ,3.65 (t,J=6.5Hz,
2H) ,2.29(dd,J=14.6,6.0Hz,1H) ,2.09 (dd,J=14.6,8.2Hz,1H) , 1.95(m,1H) ,1.60-1.50
(m,2H) ,1.38-1.14 (m,23H) ,1.04 (s,J=2.8Hz,9H), 0.92(d,J=6.6Hz,3H) ;'°C NMR
(101MHz,CDC1,) 6173.5(C) ,135.7 (4C;CH) , 134.3(2C:C),129.6 (2C:CH) ,127.7 (4C;CH) ,
64.1(CH,) ,60.2 (CH,)) ,42.1(CH,) , 36.9(CH,) ,32.7 (CH,) ,30.5 (CH) ,29.9 (CH,) ,29.79 (3C;
CH,) ,29.77 (2C:CH,) , 29.5(CH,) ,27.1(CH,) ,27.0(3C;CH,) ,25.9 (CH,) ,19.9 (CH,) ,19.4
(©),14.4 (CH) .

[0745] &S ALAT (2.0M,390uL,0.781mmol) VAR N2 & s b [a] 4444 (42 1mg,
0.0781mmol) ) Z.l% (2mL) T, HEHR S WAE60°C N A . 5/ B R I IM HC LK S N 4
Mtk ZpH 1, 7K (10mL) #% , 3F B KA 288 2B (3 X 15mL) ZEEL KA I 106 HLAEEL
PR EE7K (30mL) ¥k, T4 (MgS0,) I W 4 , 15 31 52 70 6 R 1 R R v 1] 44 45
(39.9mg, jE &) , FeARLAALRIE . 'H NVR (400MHz ,CDC1,) 87.75-7.66 (m,4H) ,7.46- 7.35
(m,6H) ,3.67 (t,J=6.5Hz,2H) ,2.36 (dd,J=15.0,5.9Hz,1H) ,2.15(dd,] =14.9,8.2Hz,
1H) ,1.97 (m,1H) ,1.61-1.52 (m,2H) ,1.41-1.17 (m,20H) ,1.06 (s,9H) ,0.98 (d,J=6.6Hz,
3H) :°C NMR (101MHz,CDC1,) 8179.7(C) ,135.7 (4C5CH) ,134.3 (2C5C) ,129.6 (2C;CH) ,
127.7 (4C5CH) ,64.2 (CH,) ,41.7 (CH,) , 36.8(CH, ,32.7 (CH,) ,30.3 (CH) ,29.9 (CH,) ,29.80
(2C;CH,) ,29.78 (2C;CH,) , 29.75(CH,) ,29.5 (CH,) ,27.1(CH,) ,27.0(3C;CH,) ,25.9 (CH,) ,
19.8(CH, ,19.4 (O) .

[0746]  #44- (—HIEIE) mtkrE (DMAP,9.5mg,0.0781mmol) \EDC ¢ HC1 (29.9 mg,0.156mmol)
A1, 3-H i —lE A2 (53. 3mg, 0. 0937mmo 1) ¥8 N2 R 7] 4445 (39.9mg,0.0781mmo1) F
CH,CL, (2.5mL) AR, H HAGIR AW S T B 19N oK B4 FHCH,CL, (5mL) #
FE TS AL Jie T A VR A DI R TR 448 o T L e Jis (v (4%6 225 % LR 4T/ 2 de) 2lidk , 13- 31
T £ [ AR A = e ) 446 (72 8mg ,88% , £ i25) o 'H NMR (400MHz, CDCL,) 87.73-
7.63 (n,4H) ,7.49-7.31 (m,6H) ,5.29 (m,1H) ,4.30(dd,J= 11.9,4.2Hz,2H) ,4.15(dd,J=
11.9,6.1Hz,2H) ,3.66 (t,]=6.5Hz,2H) ,2.34 (dd,J=14.6,6.0Hz,1H) ,2.31(t,J=
7.5Hz,4H) ,2.13(dd,J=14.6,8.3Hz,1H), 1.94 (m,1H) ,1.68-1.52 (m,6H) ,1.44-1.16 (m,
68H) ,1.05(s,9H) ,0.94(d,J= 6.6Hz,3H) ,0.88 (t,J=6.8Hz,6H) ; °C NMR (101MHz,CDC1,)
6173.4(2C; C),172.5(C) ,135.7 (4C;CH) ,134.3(2C;C) ,129.6 (2C;CH) ,127.7 (4C;CH) ,
68.9 (CH) ,64.1(CH,) ,62.3(2C;CH,) ,41.8(CH,) ,36.8 (CH,) ,34.2(2C;CH,) , 32.7(CH,) ,
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32.1(2C;CH,) ,30.5(CH) ,30.0(CH,) ,29.84 (8C;CH,) ,29.80 (6C; CH,) ,29.76 (2C;CH,) ,
29.61(2C;CH,) ,29.54 (CH,) ,29.50 (3C;CH,) ,29.4 (2C; CH,) ,29.3(2C;CH,) ,27.2(CH,) ,
27.0(3C;CH,) ,25.9(CH,) ,25.0(2C;CH,) , 22.8(2C;CH,) ,19.7 (CH,) ,19.3(C) ,14.3 (2C;
CH,) «
[0747]  ZE0°C N, ¥4 PU T H % (k% (TBAF, 1. OMT-THF, 1861L,0.186mmol) F1Z. & (10.6uL,
0.186mmo1) 32 ¥ N 35 TBDPSE A [8] 446 (65 . Tmg, 0.0619mmol) [ THF (3mL) # , H- K1
EWAE S IR TR 19N 3 S S 7K (LomL) F4B , 31 B 2.8 £ (3 X 15mL) AEHLK
FH o Re& I A DALY I AINaHCO, K VAR 5 7K (%-30mL) Pe i, 45 (MgS0,) FF sl Hs
g5, A B P R i (10% £ 15% LR L e/ T 5) 4idk,, 15 3 2 6 (R
B AL 47 (34 2mg,67%) o 'H NMR (400MHz,CDC1,) 85.27 (m,1H) ,4.28(dd,J=11.9,
4.3Hz,2H) ,4.14(dd,J=11.8,6.0Hz,2H) ,3.63 (t,] =6.6Hz,2H) ,2.32(dd,J=14.6,
5.9Hz,1H) ,2.30 (t,J=7.6Hz,4H) ,2.11(dd,] =14.6,8.3Hz,1H) ,1.92 (u,1H) ,1.66-1.52
(m,6H) ,1.40-1.13 (m,68H) ,0.92 (d,J=6.6Hz,3H),0.87 (t,J=6.9Hz,6H) ;'°C NMR
(101MHz,CDC1,) 8173.5 (2C;C) ,172.5(C) ,68.9(CH) ,63.2(CH,) ,62.3 (2C;CH,) ,41.8
(CH,) ,36.8(CH,) , 34.2(2C;CH,),32.9(CH,) ,32.1(2C;CH,) ,30.5(CH) ,29.9 (CH,) ,29.84
(8C; CH, ,29.80(6C;CH,) ,29.76 (2C;CH,) ,29.73 (CH,) ,29.62 (2C;CH,) ,29.57 (CH,) ,29.5
(2C;CH,) ,29.4 (2C;CH,) ,29.3 (2C;CHy) ,27.1 (CH,) ,25.9 (CH,)) , 25.0(2C;CH,) ,22.8 (2C;
CH,) ,19.7 (CH,) ,14.3 (2C;CH,) «
[0748]  7EO°C T, ¥4 S AR BRI IE$5 (PCC, 14 . Tmg, 68 . 0mol) ¥ bn 3% o [A] 4447 (28.0mg,
34.0umol) ¥+ (15mg) T-CH,CL, (1.5mL) HH B Bl , IR G E =R T ik —/
I o o5 S5 I 4 368 ok e o e 4R i fﬁlﬁﬁz&@a/)ﬂﬁﬂﬁ I HIF WA B, 19 21 2 38 A PR Y)
FROHELIS 1] 448 (27 . 9mg , 5 ) , FEARZ AL BN T, 'H NMR (400MHz ,CDC1,) 89.76 (s, 1) ,
5.28 (m,1H) ,4.29 (dd,J=11.6,3.5Hz,2H) ,4.14(dd,J=11.9,5.8Hz,2H) ,2.42 (t,]=
6.8Hz,2H) , 2.36-2.25 (m,5H) ,2.12(dd,J=14.4,8.5Hz,1H) ,1.94 (m,1H) ,1.69-1.51 (m,
6H) ,1.42-1.09 (m,66H) ,0.93 (d,J=6.4Hz,3H) ,0.88 (t,J=6.3Hz,6H) .
[0749]  RE VSR EN (27 . 6mg, 0. 306mmol) FNHEHE — 28 (NaH,PO,,28 . 8mg, 0.238mmol) T
7K (1. 2mL) = ) VA VBOZ T s N 3 & s vh 1] 4448 (27 .9mg , 0.0340 mmol) fJt-BuOH (1. 8mL) Al
2,3- HEE-2- T4 (0. 4mL) H O BB S PE SR N BEE L6/ A8 IM HCLH [ LA
thZpH 2, 7K (10mL) %, 3 H H 488 <. B8 (3 X 15mL) ZEHUKZ A FH A HL AU A
#h7K (30mL) BE¥ , T (MgSO,) FF I H 4 , 15 2K 1) - il ek i 30 (10% 2£15% &
MR M6/ Tkt » 45 0.5% Z1R) 4lifk , 13 %) 5 J6 € [ AR (¥ B v 1] 449 (24.3 mg,85%) o 'H
NMR(4OOMHZ,CD613)65.29(m,lH) ,4.29(dd,J=11.9,3.8 Hz,2H) ,4.14(dd,J=11.9,
6.1Hz,2H) ,2.37-2.27 (m,7H) ,2.11(dd,J=14.7, 8.3Hz,1H),1.92 (m,1H) ,1.68-1.54 (m,
6H) ,1.40-1.13 (m,66H) ,0.93(d,J= 6.6Hz,3H) ,0.87 (t,]=6.8Hz,6H) ; "°C NMR (101MHz,
CDC1,) 6179.5(C) , 173.5(2C;:C) ,172.5(C) ,68.9(CH) ,62.3 (2C:CH,) ,41.9 (CH,) ,36.8
(CH,) ,34.2 (2C;CHy) ,34.1(CH,) ,32.1(2C;CH,) ,30.5(CH) ,29.93 (CH,) ,29.85 (8C;CH,) ,
29.81 (4C;CH,) ,29.77 (2C5CH,) ,29.73 (CH,) ,29.62 (2C;CH,) ,29.58 (CH,) , 29.51 (2C;CH,) ,
29.42 (2C;CH,) ,29.39 (CH,) ,29.26 (2C;CH,) ,29.2 (CH,) ,27.1 (CH,) ,25.0(2C;CH,) ,24.8
(CH,) ,22.8(2C;CH,) ,19.7 (CH,) ,14.3 (2C;CH,) -
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[0750]  C8BMe-fi&-2-TG- RS (F [A]44178) :

O

¥ il 4k 177: R = CH,OH 0
% 14 4k 178: R = CO,H

[0752] g FHEF X6 B (R AR 49 BT i (¥ Pd - B B L & A W EDC- (B BX FNTBAF LR 97727 4 &
YIHR (a1 177 (C8BMe-OH-2-TG- JHERER) H11- (U T 2 R B H RS 0 8) - I -4- ks () -3-
(CCEgRUH 28 M ) 000) T -2- AT s (R IAl 44 198 ALk T~ [l 4 1 7 i) &) A0 [)
1124 .'H NMR (400MHz,CDC1,) 65.36 (m,5H) ,4.33 (dd,J=11.9,4.2Hz,2H) ,4.18 (dd,J=
11.9,6.1Hz,2H) , 3.68(t,J=6.6Hz,2H) ,2.33(dt,J=11.2,5.6Hz,5H) ,2.15 (m,2H) ,2.05
(a,J= 6.3Hz,8H) ,1.63(dt,J=15.3,7.5Hz,6H) ,1.34 (p,J=6.9,5.0Hz,46H) ,0.95(d, J
=6.4Hz,3H) ,0.90 (d,J=6.8Hz,6H) ;'°C NMR (101MHz,CDC1,) 8173.30 (20) ,172.27 (10) ,
130.04 (20) ,129.73(2C) ,68.87 (1C) ,62.92 (1C) ,62.16 (2C) , 41.67 (1C) ,36.56 (1C) ,
34.05(2C) ,32.72(1C) ,31.93(2C) ,30.27 (1C) ,29.79- 29.12(16C) ,27.24 (2C) ,27.20
(20) ,26.67 (1) ,25.84 (1C) ,24.86 (2C) ,22.70 (20),19.60 (1C) ,14.12(2C) ;MS (ESI,+ve)
m/z:778.0 M+1) ,794.96 M+18) .

[0753]  7EO°CF, A FP[al4&177 (4.0g,5. 14mmol) TP i (40mL) [V ¥ 7 12835 V% I 66 o)
ZE AT (Jones” reagent) (6.4mL,2. 124 5) , HE AT 15 I MR A WIFE0C R it #E4h K
RBR AR (40mL) WK, I HHZ R BE (3 X 40mL) ZEHL KA I A L= FNa,S0, T
B, FRAERUE N 28R B ik ar i A LR (100-200 B) I AE L iykatith , 8% -10% &
B2 .16/ O Vel =, 15 31 2 T iR i el 4K 178 (1.5¢,37%) « 'H NMR (400MHz,
CDC1,) 65.35 (m,5H) ,4.32(dd,J=11.9,4.3Hz,2H) ,4.31(dd,J=12.4,6.1Hz, 2H),2.38
(t,J=7.5Hz,5H) ,2.20 (m,2H) ,2.02-2.01 (m,8H) ,1.63 (m,6H) ,1.24 (m,46H) ,0.95(d,J=
7.2Hz,3H) ,0.89 (t,J=7.2Hz,6H) ;'°C NMR (101MHz, CDC1,)8178.66 (1C) ,173.26 (20) ,
172.13(1C) ,130.01 (20) ,129.71 (2C) ,68.95 (1C),65.32(1C),62.15(2C) ,36.21 (1C) ,
34.02(2€) ,33.89(1C) ,31.90(2C) ,30.15 (1C),29.76-29.09 (14C) ,27.22(2C) ,27.18
(20) ,26.36 (1C) ,24.83 (2C) , 23.39(1C),23.07 (20) ,22.67 (20) ,19.49 (1C) ,14.07 (20) ;
MS (EST,-ve)m/z: 790.15(M-1) »

[0754]  C10BMe-iR-2-TG- JhRHE (h A 44187) -
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R\/\/\/\erR'
i 1 4k 185: R = CH,OH o

R' = Et
¥ 14k 186: R = CH,OH F A4 187: R= CO,H
[0755] R' = 0 R'= o]
&(\OW &E\OM
o 0

[0756]  ARAEEFXT (A 4R A3 RIH AR AT & TR MIFE P, 1 -7 82 -1 -5- BT )
PRTL21 8 A0 18] A1 85 A0 H [E] 44 186 o H [ 4% 186 S A Bl 18] 44 187488 I Bt i i) AR 418
Xt r ] A 1781 il 4% TR B R P HEAT

[0757]  [A]44&185 'H NMR (400MHz,CDC1,) 84.12(q,J=7.1Hz,2H) ,3.63 (t, J=6.5lz,
2H) ,2.27(dd,J=14.6,6.0Hz,1H) ,2.08 (dd,J=14.6,8.1Hz,1H) , 1.93(m,1H) ,1.60-1.51
(m,2H) ,1.43-1.12 (m,15H) ,0.92(d,J=6.6Hz,3H) .

[0758]  C10BMe-OH-2-TG- &M ([ {4 186) 'H NMR (400MHz ,CDC1,) 85.495 (m,4H) ,5.376
(m,1H) ,4.367 (m,2H) ,4.176 (m,2H) ,3.657 (t,2H) ,2.345 (m,6H) ,2.178 (m,2H) ,2.108-
1.980 (m,8H) ,1.335-1.303 (m,56H) ,0.975-0.898 (m,9H) ;'°C NMR (101MHz,CDC1,) 6173.31
(20) ,172.35(1C) ,130.02(20) , 129.72(20) ,68.79 (1C) ,63.01 (1C) ,62.16 (2C) ,41.68
(2€) ,36.61(2C) ,34.03 (20),32.77(20) ,31.91(2C) ,30.33 (1C) ,29.71 (4C) ,29.53 (4C) ,
29.33(40) ,29.12 (4C),27.21(2C) ,26.81(2C) ,25.70(2C) ,24.84(2C) ,22.69 (2C) ,19.58
(10) ,14.13 (1C) ;MS (ESI, +ve) m/z:823.03 (M+18) o

[07591  C1OBMe -2 -2-TG- & (/A1 #£187) 'H NMR (400MHz,CDC1,) 65.383 (m,41D) ,
5.329 (m, 1H) ,4.339 (m,2H) ,4.191 (m,2H) ,2.387 (m,8H) ,2.190-2.04 (m,10H) ,1.651 (m,
8H) ,1.435-1.253 (m,46H) ,0.977-0.903 (m,9H) ;'°C NMR (101MHz,CDC1,) 8178.96 (1C) ,
173.29(20) ,172.29 (1C) ,130.01 (2C) ,129.71 (2C) ,68.82(1C) ,62.15(1C) ,41.66 (2C) ,
36.55(2C) ,34.03(20) ,33.85(20), 31.90(2C),30.30 (1C) ,29.77 (4C) ,29.70 (4C) ,29.52
(2€) ,29.32(2C) ,29.17(2C) , 29.10(20) ,29.02 (20) ,27.22(1C) ,27.17(2C) ,26.69 (2C) ,
24.83(1C) ,24.63(20) , 22.68(1C) ,19.53(1C) ,14.11 (1C) :MS (ESI, -ve) m/z:818.01 (M-
Do

[0760]  C15BMe-#2-2-TG- JHFR S (- [A){4:233) :

RWOR'
8 O

b M4k 232: R = CH,OH b i# 4k 233: R = CO,H
R'= 0 R'= 0

[0761] W W
(0] _ (@] _
,AH\/\ L ’ A‘(\ L 4

[0762] R &1 K v (] A 455 A6 g ()44 7 Bk B B 57 » | o T) Ak 45 T ] 4 11 214 46
A AR 232 0 AR 23258 A0 i 8] 442 233 2 4of FF Bt 37 4o 7R 1 41 ek w445 1 78 ) 1) 4%
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[0763]  C15BMe-OH-2-TG- JHFREE (F [A]44232) MS (EST, +ve) m/z:893.17 (M+18) .

[0764]  C15BMe- 1% -2-TG- JHER AR (H[a]44233) MS (EST, -ve) m/z:888.23 (M-1) .

[0765]  C12BMe-Mi&R-2-TG- &S (F [A]44236) :

R\/\H\/WOR'
* 4k 234: R = CH,OH ? O

R' = Et
4 235: R = CH,OH + 4k 236: R = CO,H
[0766] R' = 0 R = o
&C\OJ\H/M &(\OJLH/\M
5 5 5 5

[0767]  ARHEEF X (B A4 A3 F0H (B AR AT () & BT R O FR 7, FH 1 - R 8 ik - P - 7- B[]
R1128 %40 & W A B AR 234 FT e [a] 442235 . A [a] AR 2 3558 A0 B A 1] 4R 236 52 A FH 350 B i 741 AR
Pt oef o B A4 1781 il 2% Tk R P 1EAT 1) o

[0768]  FR[E]A&234MS (EST,+ve) m/z:259.29 (M+1) .

[0769]  C12BMe-OH-2-TG- JHifR g (I #£235) 'H NMR (400MHz,CDC1,) 5.38~ 5.32 (m,5H)
4.35(dd,J=12.0,4.0Hz,2H) ,4.14(dd,J=11.6,5.3Hz,2H) ,3.68 (t,J=6.4Hz,2H),
2.39-1.11(m,86H) ,0.98(d,J=6.6Hz,3H) ,0.93 (t,J=6.4 Hz,6H) ;'°C NMR (101MHz,
CDC1,) 173.3,172.4,130.0,129.75,68.8,63.1,62.2, 41.7,36.6,34.0,32.8,31.9,30.3,
29.7,29.1,27.2,26.9,25.7,24.8,22.7,19.6,14.1;MS (EST,+ve) m/z:851.13 (M+18) .
[0770]  C12BMe- I -2-TG- JHlR S (1A #£236) 'H NMR (400MHz,CDC1,) 5.38~ 5.32 (m,5H)
4.35(dd,J=16.0,4.4Hz,2H) ,4.17 (dd,J=12.0,6.0Hz,2H) ,2.39 -1.11 (m,88H) ,0.98(d,
J=6.6Hz,3M) ,0.93 (t,]=6.4Hz,6H) ;'°C NMR (101 MHz,CDC1,)179.4,173.3,172.4,
130.0,129.74,68.8,62.2,41.7,36.6,34.0,33.9, 31.9,30.3,29.7,29.5,29.4,29.3,
26.9,24.8,24.6,22.7,19.5,14.1;MS (EST,+ve) m/z:845.93 (M+18) .

[0771]  C12BMe- & -2-TG (1 [H]44:247) -

O
0 0 PN
I ot
[0772] HO A O{
O

YC15H31

0]

[0773]  Hh[a]44247

(07741 ARHE Hhy o [A) 44 108 1) 4% v [A] 4K 1 1O Bk (A2 /57 , A FHPCCAMTKMnO 38 1o 4044, v [ 4
1218584 & 44247

[0775]  C12BMe-P%-2-TG (H[a]4£247) 'H NMR (400MHz,CDC1,)5.32 (p,J=5.2 Hz,1H),
4.33(dd,J=11.9,4.4Hz,2H) ,4.18(dd,J=11.9,6.0Hz,2H) ,2.36 (h, J=9.0,8.1Hz,8H)
2.16(dd,J=14.8,8.1Hz,1H) ,1.97 (s,2H) 1.64 (s,6H) ,1.33 (s,58H) ,0.97 (d,]=6.4Hz,
3H) ,0.91 (t,J=6.0MHz,6H) ;'°C NUR (101MHz, CDC1,) 173.35 (2C) ,172.37 (1C) ,68.79 (1C)
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63.033(1C) ,62.16(1C) ,41.70(1C), 36.66 (1C) ,34.05(2C) ,32.79(1C) ,31.94(2C) ,30.35
(1C) ,29.71-29.06(25C) , 26.89(1C),25.73(1C) ,24.86(2C) ,22.71(2C) ,19.55(1C) ,
14.15(2C) sMS (EST, -ve)m/z:793 M-1) ; (EST,+ve)m/z:813 M+18) »

[0776]  C15d’ BMe-FiR -2-TG (1 [A]1462) :

TO7 X W 1] 4k 17
Li—=—TMS X CO,Et
Bno\t“)e/\,x - M
DMPU, THF s Pd(PPh3);Cls, Cul
50°C - % iR, 93% Et;N, DMF, 76%
il 4 50: X = OH CBry. PPh, RIS X = THe— TBAF, THF &
N CH,Cly, 95% 9 4 53: X = Ho—
F W] 4k 51: X = Br OJ\CwHe]
o
OTC15H31
EN o ? <
BnO Hy (1 4 K 2UE) ’\Hu‘ il 4 2 (1,3-DG) O
2, 1
. ; ME‘O O Ppaic, EtOAC R%O™ W, OR EDC, DMAP, CH,Cl,
o i) 4k . 67%
= p! - 2
# ji] 4 55: R' = Et, R®Z = H TBDPSCI, oo
1 , DMF, 89%
il 4 56: R! = Et, R? = TBD
TN pe :I 2 M KOH, EtOH
[0777] 60 °C, 29%

¥ |1 4k 57: R1 = H, R = TBDPS

(0]
O PPh
BnO 3 0]
RT“YI\)LO_CO CysH3q )H/'P il 4k 25 OJ\C15H31
CieH BnO O—C
157731 PhMe, A, 88% O\n,CwsH:n
(e}

: o

o=( >=o

o i) 4k 61

# ] 4 58: R = CH,OTBDPS ] TBAF
& 4k 59: R = CH,0H == 11T 93% Pd/C
j PCC, CH,Cl, EtOAc 89%

# 1] 4k 60: R = CHO ¥

O o]
w 0
HO o—<:
° o

(@]
pe
il 4k 62 g
(9]

CisHaq

CysHay

[0778]  J5Z20. A [EMAG2M) & i

(07791  th[aE]4&50: #R 45 LA N #14% : Subba Reddy,B.V.%§ AHelv.Chim.Acta. 2013,96,
1983-1990,

[0780]  rh[E]4ARS1: L Ffb &4, il tnTakagi,Y. %2 ATetrahedron:Asymm. 2004,15,
2591-2594) Ff T A JF#l % . 'H NMR (401MHz,CDC1,) 87.39-7.23 (n,5H) ,4.50 (s, 2H) ,3.47
(t,J=6.6Hz,2H) ,3.40(t,]J=6.9Hz,2H) ,1.90-1.80 (m,2H) ,1.66-1.57 (m,2H) ,1.48-
1.26 (m,8H) .

[0781]  #E-78°C N, ¥ 1E T 248 (n-Buli, 2. OM T3 ke, 18. 1mL, 36. 3mmol) ZZ18 ¥R
FITMS- £ (5.7mL,41 . 5mmol) T-THF (45mL) H ¥, FEKIR G AE-78°C M HE 1y
B, SR JE THIR 2 Z R, B REE L5 Bl R S SV BT A L A2 - T8°C L BB VS IR AL Hh 1]
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451 (3.10g,10.4mmo1) FDMPU (6.3mL,51.8mmo1) FTHF (30mL) H {1 750 » I LI TR AW TE -
78°C N HEFE3040 8, HAR G FE IR T HEHE 18/ o ¥ S S 1K (60mL) ke , H LIk B
FRIBA AN K FRAR YA #h7K (120mL) %, I H FH 282 £ 16 (3 X 100mL) ZEHUKAH.
KA IR A HLA B 3R K (3 X 100mL) #Ei, T MgS0,) JF 85 i 4 , 13 2K 4 . il 1t
FER sV (Reveleris 80g #F,60mL/min, 4% £40% LR L. Wg/ %) 264k, 15 31 2T 07
IRIDIITNS ke i) 4452 (3. 05g,93%) o 'H NMR (401MHz,CDC1,) 87.36-7.25 (m, 5H) ,4.50
(s,2H) ,3.46 (t,J=6.6Hz,2H) ,2.21 (t,J=7.2Hz,2H) ,1.65-1.57 (m, 2H),1.55-1.46 (m,
2H) ,1.41-1.27 (m,8H) ,0.15 (s, 9H) .

[0782]  ZE0°C T, KDY T EE & b4 (TBAF, 1. OMT-THFH,9.7mL,9. 70mmol) Xy Vs A&
R fikJo i B e v ] 4452 (3. 06, 9. 62mmo 1) FITHF (40mL) H, FF KR G E = I T iR — /)
I o K5 S N IR (25mL) ke , I HLU s 5B A HILIE 7 R I A 57K (100mL) 7k, JF:
HH W 21 (3X50mL) ZHKAH K 5 7 B A HLA I H #7K (3 X 50mL) ¥ ik, T4
(MgSO0,) Ik = A i , 15 2R 7~ 1) o 18 1 R JiE (1% 9% (Reveleris 80g#t,60mL/min, 3% %
10% ./ 2. B/ S be) 44k, 19 BB G h Rl 453 (2. 17g,92%) o 'H NMR (401MHz, CDCL,) 8
7.38-7.25 (m,5H) ,4.50 (s,2H) ,3.46 (t,J=6.6Hz,2H) ,2.18 (td,J= 7.1,2.6Hz,2H) ,1.94
(t,J=2.7THz,1H) ,1.66-1.56 (m,2H) ,1.57-1.48 (m,2H) , 1.43-1.27 (m,8H) ;'°C NMR
(101MHz,CDC1,) 6138.8(C) ,128.4 (2C;CH) , 127.7 (2C;CH) ,127.6 (CH) ,84.8(C) ,73.0
(CH) ,70.6 (CH,) ,68.2(CH) ,29.8 (CH, ,29.4(CH,) ,29.1(CH,) ,28.8 (CH,) ,28.6 (CH,) ,26.2
(CH,) ,18.5(CH)) -

[0783]  4n b Bk il & b Al 417

[0784]  {i N, #&A%iPdC1, (PPh,) , (605mg,0.862mmo1) F-DMF (40mL) ) BV R
B, IF HAR S NCul (335mg, 1. 76mmol) \Et,N (2.40mL, 17.2mmol) LA K B se o ] 4453
(2.11g,8.62mmol) FIJfiIE = 5 FF s 2 #h 7 (8] 4417 (3. 40g, 13 . 00mmo1) F-DMF (50mL) H 4 i
AR A3 FAN AR A B i L, I BARJGTETOC R I — /NI ¥ s R4 #1 22
R, FF IR R A E LR GG AR 20U 4y 2 — K BT S T R 2T (80mL) AR, I IM
HC1 . ¥ MINaHCO, K I R« K A ER 7K (%-30mL) Pk, 14 (MgS0,)  FF i el , 13 ZUHH 7y o ik
e L% (Reveleris 80ght,60mL/min, 5% £220% L FR g/ L 45%) 13 21 52 VR 35 EL IR P01
Ji B 1454 (2. 358,76 %) o 'H NMR (401MHz,CDC1,) 87.37-7.24 (m,5H) ,5.92 (d, J=1.4Hz,
1H) ,4.50 (s, 2H),4.18(q,J=7.1Hz,2H),3.46 (t,J=6.6Hz,2H) ,2.43 (t,J=7.2Hz,2H) ,
2.01(d,J=1.4Hz,3H) ,1.65-1.55 (m,4H) ,1.46-1.30 (m,8H) ,1.28 (t,J=7.1 Hz,3H) ;"°C
NMR (101MHz,CDC1,) 6165.4 (C) ,138.8(C) ,135.9(C) ,128.5 (2C;CH) ,127.7 (2C;CH) ,127.6
(CH) ,123.4 (CH) ,103.2(C) ,79.9(C) ,73.0(CH,) , 70.6(CH,) ,60.0 (CH,) ,29.9 (CH,) ,29.4
(CH, ,29.2 (CH,) ,29.0(CH,) ,28.6 (CH,) ,26.3 (CH,) ,26.0 (CH,) ,20.1 (CH,) ,14.4 (CH,)
[0785] ¢ = 0 & JEC o2 I H ) 5 J Mgk () 44K54 (707mg , 1.98mmol) T2 FR Wi (80mL) HH
VAN L P O, I RN, S b, SR A AL/ ik (10% w/w, 525mg,0.494mmol) , 3 HoKf
FIT A5 B VP 0 3 2 O FAN, e = I o B A L, /SUBR, il E0 0F R b s =0, OF BN
SRR BV SR N AEL R UK IH, B SR P/ o SRR R A 2 I N, ot , O
L SR i il ko R i, HY R 21 (80mL) Wik o ool He e 4 g VI, 15 31 52 T ik
PIi VL A 455 (540mg , & B , HoR 24l AL I A 'H NVR  (401MHz,CDC1,) 64.13 (q, ]
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=7.1Hz,2H) ,3.64 (t,J=6.6Hz,2H) ,2.28 (dd,] =14.6,6.0Hz,1H) ,2.09 (dd,J=14.6,
8.1Hz,1H) ,1.94 (m,1H) ,1.62-1.51 (m, 2H),1.39-1.21 (m,16H) ,1.25(t,J=7.1Hz,3H) ,
0.93(d,J=6.6Hz,3H) .

[0786]  7E0°C T, KfWKME (670mg, 9. 85mmol) AL T 4k () —AILf ke (TBDPSCL, 3.5mL,
13.6mmol) ¥ i B Hh 1] 4455 (1. 48g, 5. 42mmo1) F-CH,C1, (80mL) H ¥ , IF BLIR &
PIrE =00 N HEFE2 . 5/ o R S N U T 4 B AR AR — 2, UK (2 X 20mL) ATER K
(30mL) ¥k, T MgS0,) FI I A , 75 2 77 - B R I (. 1592 (Reveleris 80g#E,
60mL/min, 1% %16% LR LG/ C k) 2646, 153 21 2 0 G PR VI TBDPS [k 18] 456 (2. 46¢ ,
89%) «'H NMR (401MHz,CDC1,) 87.75-7.64 (m,4H) ,7.46-7.35 (m,6H) ,4.13(q,] =7.1Hz,
2H) ,3.65 (t,J=6.5Hz,2H) ,2.29 (dd,J=14.6,6.0Hz,1H) ,2.09 (dd,] =14.6,8.2Hz,1H),
1.95(m, 1H) ,1.61-1.50 (m,2H) ,1.38-1.20 (m,19H) ,1.05 (s,9H),0.93(d,J=6.6Hz,3H) .
[0787] Kt A AL AR (2.0M,11.3mL,22. 6mmol) ¥& W4 I 3 5 Fig + 18] 56 (1. 15 g,
2.26mmol) AJ L WF (40mL) H , 3F HARHR S WI7E Sl T HHE 19/ B in M HC LA S 324
VT ZEpH 2, IR R ERAHIE R KRR K (150L) #ikE, JF H FH 212 L1 (3 X 20mL)
REHOKAH KA I 1A HLEERUY) FH 2R 7K (30mL) ek, T4 (MgS0,) H ek ik 4 , 75 A 740 o
EEMR t ik (5% 225% LR AT/ C ) 75 21 5k 3 B pR Y RO R Hh 18] 4457 (321mg , 29 %)
(R 2lAE &, H T4 B 1 3R89 > 750mg 119, 23 45 HH AR JTBDPS 4 i 512 ) 42 4
V5 Y- %A IR AT S B RS JE B Bl s Angifk . ' NMR - (401MHz,CDC1,) 67.70-7.64 (m,
4H) ,7.44-7.34 (m,6H) ,3.65 (t,J=6.5Hz, 2H),2.35(dd,J=15.0,5.9Hz,1H) ,2.14(dd,]
=15.0,8.2Hz,1H) ,1.95 (m,1H) , 1.60-1.51 (m,2H) ,1.39-1.16 (m,16H) ,1.04 (s,9H) ,0.96
(d,J=6.6Hz,3H) ;'°C NMR (101MHz,CDC1,) 8179.3 (C) ,135.7 (4C;CH) ,134.4 (2C;C) ,129.6
(2C;CH) ,127.7 (4C;CH) ,64.2 (CH,) ,41.7 (CH,) ,36.8 (CH,) ,32.7 (CH,) ,30.3 (CH),29.9
(CH,) ,29.76 (2C;CH,) ,29.72 (CH,) ,29.5 (CH,) ,27.1(CH,) ,27.0(3C; CH,),25.9(CH,) ,19.8
(CH,) ,19.4(0) -

[0788]  #DMAP (80.8mg,0.661mmol) \EDC * HC1 (230mg,1.20mmol) 01,3~ H il —Egr (8]
&2 (374mg , 0. 658mmo1) ¥ i1 & 1 (8] 4K57 (288mg,0.597 mmol) F-CH,C1, (20mL) H I
B, JF HURHR S YL IR T HERE20/ N R S M FHCHLCL, (20mL) Bk , s INRE R 5
PR AR S R i E (5% 28% LR AT/ O ke) 4lifh, 15 21 2 J0 6 [l AR 1) H i =
figrb [ f& 58 (416mg,67%) o'H NMR (401MHz,CDC1,) 87.69-7.64 (m,4H) ,7.44- 7.34 (m,6H)
5.28 (m, 1H) ,4.289/4.288 (%dd,J=11.9,4.3Hz,2H) ,4.14(dd,] =12.0,6.0Hz,2H) ,3.65
(t,J=6.5Hz,20) ,2.34(dd,J=15.0,5.9Hz,1H) ,2.30 (t,J=7.5Hz,4H),2.12(dd,J=
14.6,8.3Hz,1H) ,1.93 (m,1H) ,1.66-1.50 (m, 6H) ,1.45-1.14 (m,64H) ,1.04 (s,9H) ,0.93
(d,]=6.6Hz,3H) ,0.88 (t,]=6.6 Hz,6H) .

[0789]  {EO°C N, ¥ T 35 AL (TBAF, 1.OMF-THFH,574uL.,0.574 mmol) AIZ.FR (32.8u
L,0.574mmo1) 5 N E TBDPS H 8] 4458 (395mg, 0.383mmo1) F-THF (15mL) H ¥ , FEK:
TRE WAL Z IR R HRELT/NRE B s Sk e 4, IF B BRI FH R 2 1 (30mL) Faik, H
7K (2X20mL)  FAER7K (30mL) Pedk , T MgSO,) I H I 4 , 19 2IAH 7 W) o dtl i #el 52 € 2%
(5% %25% LR .M/ Che) 4lidk , 75 31 5 o [ AR A e o 18] #4059 (282mg, 93%) o 'H NMR
(401MHz,CDC1,) 65.28 (m, 1H) ,4.286/4.285 (¥%dd,J=11.8, 4.2Hz,2H) ,4.14(dd,]=
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11.9,5.7Hz,2H) ,3.63 (t,J=6.6Hz,2H) ,2.33(dd,J= 15.0,5.9Hz,1H) ,2.30(t,J=
7.5Hz,4H) ,2.12(dd,J=14.7,8.3Hz,1H) ,1.93 (m,1H) ,1.68-1.52 (m,6H) ,1.49-1.15 (m,
64H) ,0.93 (d,J=6.6Hz,3H) ,0.88 (t,J=6.6Hz,6H) ;'"°C NMR (101MHz,CDC1,) 8173.5 (2C;
0),172.5(C) ,69.0 (CH),63.2(CH,) ,62.3(2C;CH,) ,41.9(CH,) ,36.8(CH,) ,34.2(2C;CH,) ,
33.0 (CH, ,32.1(2C;CH,) ,30.5(CH) ,29.9(CH,) ,29.84 (6C;CH,) ,29.81 (4C;CH,) , 29.77
(2C;CH, ,29.74 (CH,) ,29.71 (CH,) ,29.62 (2C;CH,) ,29.57 (CH,) ,29.5 (2C;CH,) ,29.4 (2C;
CH,) ,29.3 (3C;CH, ,27.1(CH,) ,25.9(CH,) ,25.0 (2C;CH,) , 22.8(2C;CH,) ,19.7 (CH,) ,14.3
(2C;CH,)

[0790]  {EO°C T, Kr &A% FRML IE $5 (PCC, 143mg, 0. 664mmol) Vs N £ B Hh [a]4& 59 (263mg,
0.331mmol) FIEEHE £ (150mg) FCH,C12 (18mL) HH (B VR , FH IR & WITE Z IR R Bk Y
NI o e 2 87 e e e I R L U, R LR FE LR IR A T, 159 B 2 B IR
PIPRLIE )60 (262mg , i ) , HORZAELEI{E AT 'H NMR (401MHz ,CDC1,) 89.76 (t,]=
1.8Hz,1H), 5.27 (m,1H) ,4.29(dd,J=11.8,4.1Hz,2H) ,4.14(dd,J=11.8,6.0Hz,2H) ,
2.42 (td,J=7.4,1.8Hz,2H) ,2.33(dd,J=15.0,5.9Hz,1H) ,2.30 (t,J=7.5Hz,4H) , 2.12
(dd,J=14.7,8.3Hz,1H) ,1.93 (m,1H) ,1.69-1.53 (m,6H) ,1.45-1.16 (m, 62H) ,0.93(d,J=
6.6Hz,3H) ,0.88 (t,J=6.8Hz,6H) .

(07911 1 b Ffrk i) % H [H] 4425

[0792] KN4 2h T 1A] 4425 (270mg, 0. 637mmol) F- F 2 (10mL) 5 ) ¥ VR s In 34 1% v [R) 4
60 (262mg,0.331mmo1) [ H 2K (8mL) H , H A4 IR A W I IR AL 20 /NI o K s L) ¥ 21 22 =5 3R
HREIRAE 13 B ) Gl R R (188 6% B 15% LR .16/ T e) ik , 15 31 5 8
R o, B- LRI FE i A 461 (273mg , 88%) o 'H NMR (401MHz,CDC1,) 87.40-7.27 (m,
5H) ,6.82 (td,J=7.5,1.4Hz,1H) ,5.28 (m,1H) ,5.18(s,2H) ,4.29(dd,J=11.9,4.3Hz,
2H) , 4.14(dd,J=11.9,6.0Hz,2H),2.33(dd,J=15.0,5.9Hz,1H) ,2.30(t,J=7.5Hz,
4H) ,2.20-2.07 (m,3H) ,1.92 (m,1H) ,1.85(d,J=1.2Hz,3H) ,1.65-1.53 (m, 4H) ,1.47-1.37
(m,2H) ,1.36-1.14 (m,62H) ,0.93(d,J=6.6Hz,3H) ,0.88(t,] =6.9Hz,6H) ;'°C NMR
(101MHz,CDC1,) 6173.4(2€:C) ,172.5(C) ,168.2(C) , 143.3(CH) ,136.6 (C) ,128.6 (2C;
CH) ,128.13 (CH) ,128.11(2C;CH) ,127.5(C) , 68.9 (CH) ,66.3 (CH,) ,62.3 (2C;CH,) ,41.8
(CH,) ,36.8(CH,) ,34.2(2C;CH,) , 32.1(2C;CH,) ,30.5(CH) ,29.9(CH,) ,29.84 (6C;CH,) ,
29.80 (4C;CH,) ,29.76 (2C;CH,) ,29.70 (CH,) ,29.61 (3C;CH,) ,29.57 (CH,) ,29.5 (2C;CH,) ,
29.4(2C; CH,),29.3(3C;CH,) ,28.9 (CH) ,28.7 (CH,) ,27.1(CH,) ,25.0 (2C;CH, ,22.8 (2C;
CH,) ,19.7 (CH,) ,14.3 (2C;CH,) ,12.5 (CH,) .

[0793] K¢ AE UM B P A 5 JE 56 Hh TE] 4861 (246mg, 0. 262mmol) T ZFR 2.1k (10 mL) H 1)
VU B0 I RN SR e (8 =00 5 ARGV I04E /B (10% w/w, 55.7mg,0.0524mmol) , I
LK i 75 B V7 W U At B 28 5 FIN e (% =000 o Be 2 A H, KBk, 01 25 5 FH, P ik (%
=00 I HoR ION IR A WIAE S IR N AR DARTHE R SR TH, SRR L. 57NN o s N ) 38 e ek 7
T yE, FH O R BRI ORI i, 45 2R ) o 8 e ek i 102 (5% £2.20% LR L1
/) GiAk 75 3 5 B ARG ML R RR R 1914462 (193mg ,87%) o 'H NMR  (401MHz,CDC1,) 8
5.28 (m,1H) ,4.291/4.289 (%dd,J=11.8,4.2Hz,2H) , 4.147/4.144 (%dd,J=11.9,
6.0Hz,2H) ,2.46 (m,1H) ,2.33(dd,J=15.0,5.9Hz, 1H),2.31(t,J=7.5Hz,4H) ,2.12(dd,]
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=14.7,8.2Hz,1H) ,1.94 (m,1H) ,1.73- 1.55(m,5H) ,1.50-1.21 (m,67H) ,1.18(d,J=
7.0Hz,3H) ,0.93(d,J=6.6Hz, 3H),0.88(t,]=6.9Hz,6H) .
[0794]  C15d’ BMe-fi&-2-TG- 1 F&HSs (F[E]44219) .

¥ i) 4k 198
Tfoj\\ >L %,Ppha

CO,Bn ¥ ] 4k 215
TBDPSOM E o
5 Pd(PPhs3),Cly, Cul BnO” YO PhMe
Et;N, CHaCN

¥ 18] 4k 211
¥ [8]4k 212: R = CH,OTBDPS TBAF

¥ Ja] 4k 213: R = CH,0OH THF
] PCC
# ji] 4k 214: R = CHO CH,Cly

N Ha, Pd/C a
(0795] XO X x G/B . . — XOWOH
¥ 4] 4k 216 ¥ 4k 217
OY\/
¥ i) 4k 115 O
HOL m/\/ \n)\/\(\,,/\)\)‘\ L

EDC, DMAP
CHCl, " 1] 4k 218: R = +-Bu TFA

% i 4k 219: R = H DOM

[0796]  J72220-A. H[AIKR2191 & o

[0797] i I b3k o] 45 v 1) K 56 A A% 57 » FH 2% - 9- - 1 - B MITBDPSC1 il %% rpr el 4211, 'H
NMR (400MHz,CDC1,) 87.72(dd,J=6.4,1.8Hz,4H) ,7.48-7.40 (m,6H) ,3.71(t,J=6.4Hz,
2H) ,2.24 (td,]=6.8,2.4Hz,2H) ,1.98 (s, 1H) ,1.63 (dq,]=6.4Hz,2H) ,1.47 (m,4H) ,1.40
(m,6H) ,1.09(s,9H) .

[0798]  fif FIN, S #&#4PdCL,, (PPh,) , (6.44g,9.18mmol) F-CH,CN (180mL) H i) i U < 1.
Srh, 9 HAR 5 INCul (1.74g,9.18mmol) \Et,N (18.54g, 183.7mmol) LA K HeszHhlal #4211
(36.0g,91.8mmol) FIH [ 4198 (29.75g, 91.83mmol) F-CH,CN (180mL) Hh ) it S A K - £ FH
N, ISR A P B LA A5 B, 9F HLARJETE60°C R A /NI Bt e S 474 1 28 =3, F K
(360mL) i FEFH FHEtOAC (3 X 360mL) 2B o 445 I ML= L B BR AN 1 R I 95 | < i « T 1S
JHIE I A R A FRE A (100-200 H) 4fif, 4% -7 % Et0Ac/ ke it F= 4 , 15 21 p 1] 44
212(33.0g,63.5%) - 'H NMR (400MHz,CDC1,) 87.71 (d,J=6.0Hz,4H) ,7.43 (dd,J=18.4,
10.7,8.0Hz,11H) ,6.02 (s, 1H) ,5.22 (s, 2H),3.69(t,2H),2.44 (t,2H) ,2.06 (s,3H) ,1.59
(dq,2H) ,1.38(ddd,J=15.2,10.9, 6.1Hz,4H) ,1.31(dd,J=7.3,3.8Hz,6H) ,1.08(s,9H) .
[0799] it 3 25 {BL T b3k ) 4% oy () AR 5O B R, bt v 18] #4021 2 1) 4% 1] #4213 . 'H NMR
(400MHz,CDC1,) 67.41(dd,J=12.7,4.8Hz,5H) ,6.09 (s, 1H) ,5.21 (d,J=11.2Hz,2H),
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3.69 (t,J=6.4Hz,2H) ,2.44 (t,J=7.2Hz,2H) ,2.08(s,3H), 1.58(p,J=7.1Hz,2H) ,1.48-
1.43 (m,10H) .

[0800] i ich 2Ll T b sl 4 o TB] A6 0K B2 5 5 El AR TR) 4421 3] 46 A ) 44214

[0801] FEZIE T, EESSMA N, I A4214 (19g,58. 2mmol) T-H1 28 (190 mL) ¥4
Hs i [A£215 (68.19g, 174 . 8mmol s FH = IR FEBEFI2 - IR R AU T BRI 4%) o 4 I fS S SiTR
EITEI0C AL/ o K S BV A VA H) 28 iR I F U R 4 o 5 P 4 i e e A e Sy A
FHRER (100-200H) 4tk , H 2% -4%EtOAc/ T B it =4, 15 2 (A 44216 (15.0g,
58.9%) «'H NMR (400 MHz,CDC1,) 87.43-7.35 (m,5H) ,6.69 (t,]=7.2Hz,1H) ,6.09 (s, 1H)
5.19(s, 2H),2.39(t,J=12.8Hz,2H) ,2.18(q,J=7.4Hz,2H) ,2.03 (s,3H) ,1.82(s,3H) ,
1.61-1.55 (m,12H) ,1.45 (s, 9H) .

[0802]  FEmi Rz, 4/ Bk (10%w/w, 19g) ¥ I3 ] 44216 (19g,43.37mmol) T L&
T (190mL) HH ¥R, IF BB e Fe 3 im0 JF RN, B 78 =0k v R S i E s 9F
10kg/cm’ H B A0 , 3650 S SR A TE I 0P 720 S MR A 438 i e - 4t
JE, BTSN TR T (380mL) Wk o Yok MR A BV , 153 21 2 Jo L IpIR ) ) Hh 1\) 44217 (13,
84.2%) , HARIE— S AMLE AT F 5. "1 NUR (400MHz,CDCL,) 82.39-2.29 (m, 31) ,
2.19- 2.12(m,1H) ,1.96 (s,2H) ,1.46 (s,9H) ,1.27 (s,18H) ,1.10(d,J=6.8Hz,3H) , 0.97
(d,J=6.6Hz,3H) »

[0803]  fE=iE N, A [A]44217 (6.0g,16.4mmol) A [Al {4115 (3.81g,16.4 mmol) T-DCM
(120.0mL) )P BE VA 7R IOEDC . HC (7.8g,41. Immol) FNDMAP (2.0g,16.4mmol) /%
EVRAPDTE IR T PR 18h o R MR A W) S IR 4 TS 5k R 0 id ik i € iy, 4 R
FH4% -5%Et0Ac/ IE C b e Wi Sk 44k, , 15 21 5 34 46 €0 R 14 W A R 1+ (] /4218 (6. 0g »
62.5%) -'H NMR (400MHz,CDC1,) 85.34-5.23 (m, 11) ,4.33 (dd,J=12.1,4.2Hz,2H) , 4.17
(dd,J=11.9,6.0Hz,2H) ,2.30(dd,J=8.7,6.2Hz,5H) ,2.12(dd,J=14.7, 8.3Hz,2H),
1.93(s,1H) ,1.66 (p,J=7.4Hz,6H) ,1.44 (s,9H) ,1.35-1.15(m, 18H),1.08(d,J=7.0Hz,
3H) ,0.99-0.88 (m,9H) .

[0804]  #EZ 6N, [ HE]4£218 (6.0g,10. 5mmol) F-DCM (120mL) H )4 5 15 ¥ s SN TFA
(12.0mL,2.0&FR) , FF HORH A AR S0 N IEFE3 O/ B e VR G W) 1S WA K ik R
Fi7K (500mL) # B3 F 1R 4418 (2 X500 mL) ZEHL KA 3 1A HLZ FIBRIR S Al v i A £k 7K
ek, R G S WIR AN T, 1 B IF 3 IR 4 , 15 31 5 v B ORGP AR (1) Hh (R 44219 (5. 1 g,
94%) o'H NMR (400MHz,CDC1,) 85.33 (ddd,J=10.3,6.0,4.2Hz,1H) ,4.30(dd,J=11.9,
4.3Hz,2H) ,4.16(dd,J=11.9,6.0Hz,2H) ,2.47 (h,J=6.9Hz,2H) ,2.31(q,J= 8.2,7.6Hz,
6H) ,2.12(dd,J=14.6,8.3Hz,1H) ,1.64 (dt,]=14.8,7.4Hz,6H) , 1.27 (m,15H) ,1.18(d,]J
=6.9Hz,6H) ,1.01-0.84 (m,9H) ; '"°C NMR (101MHz, CDC1,)8183.51(1C),173.61 (2C) ,
172.85(1C) ,68.92(1C) ,62.26 (20) ,41.72 (1C) ,39.38(1C) ,36.66 (1C) ,35.93 (2C) ,33.52
(1C) ,30.39(1C) ,29.76-29.45 (6C) , 27.12(1C),26.91 (1C) ,19.53 (1C) ,18.33(2C) ,16.80
(1C) ,13.60(2C) ;MS (EST, +ve)m/z:532.70 (M+18) »

[0805]  C15a’ BMe-R-2-TG- E R (Fh[a]14£220) -

[0806] gt FH X A (AR 2 1911 & B BTk 2 13, H Hp (04421 7 A Hp (] 441 92 1] £ 4k & 4 R
[E) 44220 :
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¥ A] 4Kk 220

[0808]  'H NMR (400MHz,CDC1,) 85.32 (t,J=12.4Hz,2H) ,4.33 (dd,J=11.6, 4.0Hz,2H) ,
4.19(dd,J=12.0,6.0Hz,2H) ,2.51 (m,1H) ,2.37 (m,6H) ,2.17 (m, 1H),1.71 (m,6H) ,1.30
(d,J=10.4Hz,34H) ,1.21 (d,J=6.8Hz,3H) ,0.96-0.88 (m,9H) ;'"°C NMR (101MHz,CDC1,)
182.71(1C) ,173.44(2C) ,172.49(1C), 69.84(1C),62.21(2C) ,41.74(1C) ,39.30(1C) ,
36.70(1C) ,34.07(2C) ,33.55(2C) , 31.69(1C),30.39(1C) ,29.80-28.93 (14C) ,27.16
(1) ,26.95 (1C) ,19.58 (1C) , 16.85(1C) ,14.09 (20) ;MS (ESI,+ve) m/z:644.89 (M+18) .
[0809]  Cl15d" BMe-i&-2-TG-JHIRHEE (Al fAk221) -

[0810] gt FHEF X A (B4R 2 1911 & B BTk O 2 /3, H Hp (04421 7 A Hp (] A4 1 1 21 £ 4k & 4 R

[B]4&221 .
OY\/\/\/\Z/\H/\
o 5
o] M\/U(i L
6 & 5
O )

P ja] 4k 221
[0812]  'H NMR (400MHz,CDC1,) 85.38-5.32 (m,5H) ,4.35-4.32(dd,J=4.4Hz, 12.0Hz,
2H) ,4.20-4.15(dd,J=6.0Hz,11.6Hz,2H) ,2.49 (m,1H) ,2.34 (t,J= 7.2Hz,2H) ,2.09-
2.04 (m,5H) ,1.71-1.64 (m,6H) ,1.34-1.30 (m,66H) ,1.13(d, J=6.9Hz,3H) ,0.96(d,J=
6.9Hz,3H) ,0.91 (t,J=6.0Hz,6H) ; '°C NMR (101 MHz,CDC1,) 8182.72(1C),173.33(2C) ,
172.42(1C) ,130.03 (2C) ,129.73 (2C) , 68.83(1C) ,62.19(2C) ,41.71(1C) ,39.31 (10),
36.69 (1C) ,34.05(2C) ,33.53(1C) , 31.94(2C),30.36(1C) ,29.79-29.12(23C) ,27.21
(4C) ,26.97 (10) ,24.85(2C) , 22.71(2C) ,19.57 (1C) ,16.85 (1C) ,14.14 (20) ;MS (ESI, -ve)
m/z:902 M-1) » (EST,+ve)m/z:921 M+18) .
[0813]  C18d’ BMe-i&-2-TG-JHIERHEE ( aA]1A224) -
[0814] {3 FHEF X (1421901 & AT IR O FE 7 E HP TR LL2 AR T 2 (=i -
12- K- 1-F482E) BRI S ) k222 i (Al 4k 223 Fnrh [Al 4k 224, Br ik AT 5 — Fp
(F =t -12-Fe-1-FREEL) FEfe fi T k-1, 12- B i B TBS LR (FEDCMAIDMF IR A )
1 FHTBSC1 . Bk I FIDMAP) , B J5 PCCEAL FI0hi raik 77 [F] #4k GBIt 2T F T H rh Al 44195
AR 197 773E) H14
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0
. ROM\)\/\kOR‘
¥ 4K 222: R = t-Bu ¢

R'=OH ©
4K 223: R = tBu W 4k 2924 R = 1
[0815] B 224
R'= 0 R' = o
&(\OW &(\OM
9 o)

[0816]  rhjEl{£222 'H NMR (400MHz,CDCL,) 2.42-2.31 (m,2H) ,2.21-2.14 (m, 1H),2.00 (m,
1H) ,1.49 (s,9H) ,1.29 (m,26H) ,1.13(d,J=7.2Hz,3H) ,0.99(d,] =6.4Hz,3H) .

[0817]  C18a’BMe-CO,tBu-2-TG- JhARME (*h /i {4223) 'H NMR (400MHz,CDC1,) 85.40-5.32
(m,5H) ,4.35-4.31(dd,J=4.4Hz,12.0Hz,2H) ,4.20-4.16 (dd,J= 6.0Hz,11.6Hz,2H) ,
2.39-2.31 (m,6H) ,2.16 (m, 1H) ,2.05 (m,9H) ,1.64 (m,6H) , 1.49(s,9H) ,1.41-1.27 (m,
64H) ,1.13(d,J=6.9Hz,3H) ,0.96 (d,J=6.9Hz, 3H),0.90 (m,6H)

[0818]  C18a’BMe- i -2-TG- iR R (A {4224) 'H NMR (400MHz,CDCL,) 8 5.41-5.31 (m,
5H) ,4.35-4.31(dd,J=4.4Hz,12.0Hz,2H) ,4.20-4.15(dd,J=6.0 Hz,11.6Hz,2H) ,2.54
(m,1H) ,2.39-2.33 (m,4H) ,2.19-2.13 (m, 1H) ,2.09-2.02 (n,6H) ,1.75-1.63 (m,6H) ,1.34-
1.30 (m,68M) ,1.23-1.21(d,J=6.8Hz,3H) , 0.98-0.87 (m,9H) : °C NMR (101MHz,CDC1,) 8
182.21(1C) ,173.32(20) , 172.40(10) ,130.03 (20) ,129.74 (2C) ,68.83 (1C) ,62.21 (20) ,
41.73(10) ,39.24 (10),36.73(1C) ,34.06 (20) ,33.57 (1C) ,31.93 (2C) ,30.40 (1C) ,29.79-
29.12 (260),27.25(20) ,27.20(20) ,26.97 (1C) ,24.86 (2C) ,22.71(20) ,19.59 (1) ,
16.85(10) ,14.14 (2C) :MS (EST,+ve) m/z:963.09 (M+18) .

[0819]  Cl2d” BMe-F2-2-TG- HERME (h (A fA4231) :

[0820] s AT RIAR2 198 & TR RIRE 7, B AP TR AR T 12 A0 B -6k - LB i s (L &5 1)
H ] 4229 Hi [A] 230 A ] 4:231

0
> OR'
4K 229: R = t-Bu 3

R' = OH 3
[0821] ¥ 1914k 230: R = t-Bu P 4K 231: R=H
R' = o) R = 0
LGS A SR et -

[0822]  rhjE|{£229 'H NMR (400MHz,CDCL,) 2.38-2.28 (m,3H) ,2.18-2.12 (m, 2H),1.96 (s,
2H) ,1.45(s,9H) ,1.28(s,12H) ,1.10(d,J=6.9Hz,3H) ,0.97(d,J= 6.6Hz,3H) .

[0823]  C12a’ BMe-CO,tBu-2-TG- il (1A 4:230) 'H NMR (400MHz,CDC1,) §5.38-5.32
(m,5H) ,4.33(dd,J=11.6Hz,4.0Hz,2H) ,4.18 (dd,J=11.6Hz, 6.0Hz,2H),2.39-2.33 (m,
6H) ,2.18-1.97 (m,10H) ,1.64-1.61 (m,6H) ,1.48(s, 9H) ,1.33-1.30 (m,52H) ,1.13(d,J=
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13.0Hz,3H) ,0.97 (d,J=7.2Hz,3H) ,0.92 (t,J=6.0Hz,6H) .

[0824]  C12a’BMe- % -2-TG- IR FE (1A #4231) 'H NMR (400MHz,CDCL,) 8 5.42-5.29 (m,
5H) ,4.33(dd,J=4.4Hz,12.0Hz,2H) ,4.18 (dd, J=6.0Hz,11.6 Hz,2H) ,2.55-2.46 (m,1H) ,
2.39-2.33(t,J=7.2Hz,5H) ,2.16 (q,J=6.4Hz, 1H),2.05-1.97 (m,8H) ,1.74-1.63 (m,
5H) ,1.49-1.44 (m,2H) ,1.34-1.30 (m, 52H) ,1.13(d,J=13.0Hz,3H),0.97(d,J=7.2Hz,
3H) ,0.92 (t,J=6.0Hz,6H) ;'°C NMR (101MHz,CDC1,) 6182.75(1C) ,173.32(2C) ,172.38
(10) ,130.03 (20),129.73(20) ,68.83(1C) ,62.19 (2C) ,41.71(1C) ,39.31 (1C) ,36.69
(1C), 34.05(20),33.53(1C) ,31.94(2C) ,30.36 (1C) ,29.79-29.12(19C) ,27.25 (20) ,
27.20(20) ,27.15(2C) ,24.85(20) ,22.71(2C) ,19.57 (1C) ,16.85(1C) ,14.14 (2C) ; MS
(EST, -ve)m/z:859.93 M-1) ; (EST,+ve)m/z:878.94 (M+18) .

[0825] Ph—CB-z*E%-Z—TG ([ 4£67) -

TBDPSO
\@\/Y TBDPSCI O\/W

& i 4k 63 DMF, 36%

¥ ji] 4k 64: R= TBDPS —— K,COy, THF
O MeOH/H,0, 89%

L % ] 4k 65: R=H <—
0" CysH3q
[0826] HO{
0 C15H31

0
R4 2 RO AN
O (1,3-DG) \O\/\’( { C1sHa
EDCeHCI, DMAP CiaHag
CH,Cl, 85% \ﬂ/
o)
4] 4k 66: R = TBDPS ——
F F# - TBAF, AcOH

¥ i) 4k 67: R=H < THF, 90%

[0827]  J5ZE21. FhAMAR6THI & k.

[0828]  }4DBU (108uL,1.08mmol) FHAN T J — 7R Hk HI fef e 2k 46 4 (TBDPSC1, 338uL,
1.30mmol) ¥ INE (4-F22KFE) IR (FhAIAR63; i e 3k43) (120mg, 0.722mmol) T-DMF (4mL)
AR, I HRR G YIE IR TR — /NS R S S R < B (15mL) ke, 7 HDKs
AN AR ER K (% 15mL) Pedk, T4 MgS0,) Ik e il 4 , 75 2R 7™ 1) o ek iR €0 1% v
(4.5% ZHR 2.1/ T ke) 1531 5 6 €0 bR 420 1y R Tk Jo 6 56 o ) 4464 (165mg , 36 %) o 'H NMR
(400MHz, CDCL,) :67.75-7.70 (m,4H) ,7.63-7.58 (m,4H) ,7.46-7.31 (m,12H) ,6.97- 6.91
(m,2H) ,6.71-6.67 (m,2H) ,2.87 (t,J=7.6Hz,2H) ,2.72(t,J=7.6Hz,2H) , 1.11(s,9H),
1.07 (s, 9H) 5'°C NMR (101MHz,CDCL,) :8172.3 (C) ,154.1(C), 135.7 (4C;CH) ,135.4 (4C;
CH) ,133.2(2C;0),133.0(C) ,132.0(2C:C) ,130.1 (2C;CH) ,130.0 (2C;CH) ,129.2(2C;CH) ,
127.9 (4C:CH) ,127.8 (4C;CH) ,119.7 (2C;CH) ,37.9(CH,) ,30.4 (CH,) ,27.0(3C:CH,) ,26.7
(3C;CH,) ,19.6(0) ,19.2 (O -

[0829] K mRER4H (157mg, 1. 14mmol) ¥ INF TBDPSHS o ] 4464 (147mg,0.228 mmol) T-THF
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(3mL) + FEE (1. 5mL) AI7K (1. 5mmol) s, HF FRHIR GRS IR P P2 . 5/ o Jlid
AN HCTAS S NIRR AL ZEpH 2, 9 H AR 415 (3 X 15mL) ZEHBUKZ o 565 I 1A HLAHL
Py FI7K (30mL) H 1 NaHCO, /K ¥ ¥k (30mL) A1k 7K (30mL) Wi , T4 (MgS0,) FIs E K 4e , 13
PR =10 o 3B I Rk R 4 B (2096 %235 % F250% LR LT/ O o) il , 19 31 500 o [l (AR 1)
I P A 1465 (82, 4mg ,89%) o 'H NMR (400MHz ,CDC1,) 87.74- 7.67 (m,4H) ,7.45-7.32 (m,6H) ,
6.95-6.88 (n,2H) ,6.71-6.65 (n,2H) ,2.82 (t,J=7.8Hz,2H) ,2.58 (t,]=7.8Hz,2H) ,1.09
(s,9H) :°C NMR (101MHz, CDCL,) :8179.2(C),154.3(C),135.7 (4C;CH) ,133.1(2C:C),
132.7(C) ,130.0 (2C;CH) ,129.1(2C:CH) ,127.9 (4C:CH) ,119.8 (2C;CH) ,35.9 (CH,) ,29.9
(CH,) ,26.7 (3C;CH,) ,19.6 (C) -

[0830]  #4DMAP (8.2mg,0.0667mmol) \EDC * HC1 (25.6mg,0.133mmol) A1 1,3-H i —Hg
[A]442 (41.7mg,0.0734mmol) ¥R AN EIWR (8] 4£65 (27.Omg, 0.0666mmol) F-CH,C1, (2mL) H1 K]
R BRHR S YIRS TR P P19 /N R OB FICH,CL, (3mL) ﬁﬁﬁﬁﬂnhﬂwﬁ%
TR R4 Sl AR L (5% £7.5% LR LBR/ T k) éfIMJc 33 2T O AR
-9 = g 1] 4466 (54 4mg ,85%) o 'H NMR (400MHz,CDCL,) 87.74-7.66 (m,4H) , 7.45-7.33
(m,6H) ,6.94-6.87 (n,2H) ,6.71-6.64 (n,2H) ,5.24 (m,1H) ,4.25 (dd,J=11.9,4.3Hz,2H) ,
4.11(dd,J=11.9,5.9Hz,2H) ,2.81 (t,]J=7.8Hz,2H) , 2.60-2.51 (m,2H) ,2.28(t,J=
7.5Hz,4H) ,1.64-1.56 (m,4H) ,1.35-1.20 (m, 48H),1.09 (s,9H),0.88 (t,J=6.8Hz,6H) ; °C
NMR (101MHz,CDC1,) 6173.4 (2C;C) ,172.2(C) ,154.2(C) ,135.7 (4C;CH) ,133.1(2C;0) ,
132.7(C) ,130.0(2C; CH),129.1 (2C;CH) ,127.9 (4C;CH) ,119.8 (2C;:CH) ,69.2 (CH) ,62.1
(2C;CH,) , 36.0(CH,) ,34.2(2C;CH,) ,32.1(2C;CH,) ,30.1(CH,) ,29.85(2C;CH,) ,29.81
(2C:CH,) ,29.76 (2C;CH,) ,29.6 (2C;CH,) ,29.5 (2C;CH,) ,29.4 (2C;CH,) ,29.3 (2C;CH,) ,
26.7(3C;CH,) ,25.0(2C;CH,) ,22.8 (2C;CH,) ,19.6 (C) ,14.3 (2C; CH,) .

[0831]1  7E0°CF 'K LM (6.5uL,0. 114mmol) ANPY T I AL % (TBAF, 1.0MT THFH, 114n
L,0.114mmol) ¥4 N £ TBDPS i H [F] 466 (54.5mg,0.0570 mmol) F-THF (1.2mL) *H ¥+,
FERGIR ST BR300 B K S S TR (LomL) #i, FF B AT B i (3 10mL) AE
WK JZ o B8 1 B HLA B FH A FINaHCO, /K R (20mL) AL 7K (20mL) ek , 1% (MgS0,)
FEUR R, 13 BRI RE IR 1 (10% 2 165% ZRR LW/ O ke) 4k, 3 R
[ AR F) 24 3 1] 467 (37 . Omg ,90%) « 'H NMR (400MHz, CDC1,) 87.09-7.03 (m, 2H) ,6.78-
6.72 (n,2H) ,5.25 (m,1H) ,4.62 (s, 1H) ,4.25 (dd,J=11.9,4.4Hz,2H) ,4.11(dd,J=11.9,
5.8Hz,2H) ,2.88 (t,]J=7.7Hz,2l) , 2.61(t,J=7.7Hz,2H),2.29 (t,J=7.6Hz,4H) ,1.64-
1.56 (m,4H) ,1.34-1.18 (m,48H) ,0.88 (t,J=6.9Hz,6H) ; °C NMR (101MHz,CDC1,) 8173.6
(2€:C), 172.3(C),154.4(C),132.3(C) ,129.5(2C;CH) ,115.5 (2C;CH) ,69.2 (CH) ,62.2
(2C;CH,) ,36.2 (CH,) ,34.2(2C;CH,) ,32.1(2C;CH,) ,30.2 (CH,) ,29.83 (6C; CH,) ,29.79 (4C;
CH,) ,29.76 (2C;CH,) ,29.6 (2C;CH,) ,29.5 (2C;CH,) ,29.4 (2C; CH,) ,29.2(2C;CH,) ,25.0
(2C;CH,) ,22.8 (2C;CH,) ,14.3 (2C;CH,) »

[0832]  DMPh-C10BMe - M} -2- TG - & Fg (- [A] #4:202) -
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L = R
Br HO = Z
W .
RO Pd(PPhs);Clp, Cul  TBSO

EtsN, DMF
TBSCI, DMAP [ T 14K 193: R=H % ] 4k 195: R = CH,0H
TEA, DCM .
" [d] 4k 194: R = TBS W ji] 4k 196: R = C(H)O
] Ohira 7
¥ ] 4k 197: R = C=CH

PCC, DCM

o ] 4K 198 Os__0Bn
TIO
C0,Bn / H,, Pd/C
Pd(PPh3),Clo, Cul 1850 ik MeOH
EtsN, CH;CN
[0833] R "
Hoj/\OJk/\/\/\/:\/\/\/\/
0 o i) 4k 112

J'\/\./\/\/=\/\/\/\./

OH (0]
0
TB EDC.HCI, DMAP, DCM
SW
(0]
0 O)k/\/\/\/:\/\/‘\/\/
T80 ) j\/\/\/\/_\/\/\/\/
o —

¥ 8] 4k 201: R=TBS TBAF
¥ Al 4Kk 202: R=H THE

[0834]  J7Z21-A. HhIEA2020) 4 ko
[0835]  ZEZiE T, [A)HHA{A 193 (40.0g,199mmo1) T-DCM (400mL) H (1) 4 45345 7% - 7% JIDMAP
(24.27g,199.0mmol) FITEA (40.19g,398.0mmol) . [f] Jz M. Y& & 4+ 43 #L ¥s I TBDMSC 1
(44.9g,298.4mmo1) , FKs BT 1 I MR A DA 2R T BEPE2/NeT K s S2VR 6490 7K (400mL)
MiBeFE FIDCM (3 X400 mL) ZHX 44 & I A HLZ L BRI AN T 1R I 5025 28K - 8 A i vk
i T (100-200 H) R4 B39 Jot - ¥ P 7 7= 0AEAE I shAH R 100 % O e H e it 3
EWRGR AL 5y, 13 B AR 194 (60.0g,95.7%)  'H NMR (400MHz, CDC1,) :87.11 (s,2H) ,
2.19(s,6H) ,1.04 (s,9H) ,0.66 (s, 6H) -
[0836]  ff FIN, 444 PdC, (PPh,) , (5.11g,7.29mmol) F-DMF (230mL) ot i i i Jlit < 14>
B, 3 HARJS VR NCul (1.38g,7.29mmol) \Et,N (29.46g,291 mmol) LA J&Hi[A]#4194 (23g,
87.5mmol) MITh -5-Ft-1-BF (8.59g,87. 5mmol) F i A o 18 N I X VR & 4 P Il <L T 70
B, IF HAR S AE60°C T N 2h o K S TR & 074 H 22 %0, VR 7K (300mL) ks, AR &
Fig (3 250mL)  AHL . 445 FF I HLJZ RO R 4 45 5 9 ok 28 K ol e A 15 vk A e IR
(100-200 H) R4tk i 390 i - LA10% LR 2. Bis / S B fE iR sh AR S i BT 75 7240 B2 IR 4
AL 5Y 43 3H AK195 (21.0g,43.3%) o 'H NMR (400MHz, CDC1,) 87.03 (s,2H) ,2.57 (s,
6H) ,2.48 (t,2H) ,2.47 (t,2H) ,1.80 (m,4H) ,1.32 (s,9H) ,0.95 (s,6H) .
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[0837]  ZEOC T, [+ /al4&195 (5.0g,15.0mmol) F-DCM (50mL) H {1y 4B v vk v 22 18 s
PCC (6.49g,30. Immol) ¥ s NV A 0T+ 28 S iR R B P 2h o dl i fek 8+ RS U S TR B0
B AR IR 1 B 44196 (4.16g, 83.3%) , HAGHE—bAb BB T PR T
NMR (400MHz ,CDC1,) : 69.88 (s, 1H) ,7.07 (s,2H) ,2.71 (t,J=14.4Hz,2H) ,2.53 (t,]=
13.6Hz,2H) , 2.09 (s,6H) ,1.23 (m,2H) ,0.98 (s,9H) ,0.20 (s,6H)

[0838]  7EO'C T, [a] 1 [E] £ 196 (6. 0g, 18mmo1) T-MeOH (60mL) H ) 45 £ V7 ¥ Hh 7 JIK.,CO,
(10.3g,72.7mmol) , 3 H AR 5B MOhiraidifl (6.98g, 36.4mmol) ¥ MR & Y22 18
BAZEER,AEEER TR, 5h RV E T 78K R F /K (60mL) # % H:
F 2.1 2.1 (5 X 60mL) ZEHL . & FI A HLZ SR BN T 15 0o R 78 5 i A e ity Ad P A
JB2 (100-200 H) RAGFT1FYI 1. LL2% LBR LR/ T e AF i shAHGE WA 75 7724 « 3123 9K
Gialigi sy , 15 8 E1 K197 (21.0g,64.8%) o 'H NMR (400MHz,CDC1,) :6 7.41(s,2H) ,2.59-
2.51 (m,6H) ,2.24 (s,6H) ,1.88-1.80 (m,2H) ,1.30(s,1H) ,1.09 (s,9H) ,0.20 (s,6H) .
[0839] i FIN, S fA44PdCL, (PPh,) , (1.20g,1.71mmol) TMeCN (56mL) £ I BV < 5>
B, 9F HLAR S NCul (0.326g,1.71mmol) \Et,N (6.93g,68.7 mmol) LA K #4197 (5.6g,
17.2mmol) AN [A1f£198 (13.91g,42.90mmol s FALTHH A& 17145 F Bt I« 43 N, I
IG5 80, 3 BAR SR SR F 9EPE3 . 5ho b e ROV A4 FH7K (60mL) #4083 H
LR T (3X 60mL) ZHL K& I A HLZ FBRER BN T Dol 28 K« T A e 15 v A
FEASE (100-200 H) SR4AEAL 15 . A2 % LR B8/ C e/ E NI sSh RS B BT 75 724« B 25 R 4
A5y , 13 B AA199 (3.0g,35%) o 'H NMR (400MHz,CDC1,) 87.42-7.06 (m,7H) ,6.02 (s,
1H) ,5.21 (s, 2H) ,2.64-2.52 (m,4H) ,2.12(s,9H) , 1.90-1.84 (m,2H) ,1.04 (s,9H) ,0.22 (s,
6H) o

[0840]  [r 1 [H] 44199 (6.0g,12.0mmol) T £ F& £ g (60mL) H F A H s hn4tl/ ik (10%w/
w,5.3g) , I H A Fr A9 B i B 8 I FHH 3 78 =00 4 S MR S A iy e S TR AEH R R
TEZ W N FEASh K S TR A il i ek i - #Gd E , F PR B8 (120mL) Wik . FLZS 2K R 6
W, 753 h ] 4K200 (4.5g, 89%) , ALt — AL BT F— 2. 'H NMR (400MHz,
CDC1,) :6 6.81(s,2H) ,2.66 (t,J=15.6Hz,2H) ,2.40 (dd,J=5.6,14.8Hz,2H) ,2.20 (s,
6H), 2.07 (m,1H) ,1.46 (m,2H) ,1.13-1.27 (m,14H) ,1.05(s,9H) ,0.20 (s,6H) .

[0841]  #EZE T, A FH[A]44200 (4.5g,10. 7Tmmo1) T-DCM (45mL) VAR H Vs ind- (ZH&
H)mkrg (1.30g,10.7mmol) EDC * HC1 (4.10g,21.4mmol) Al [a/{4£112(5.307g,
8.56mmol) , 344 [ VR WIAE IR R Bt b 3h o K REVR A M 4 » SR 5 FH K (40mL) #
FADCM (3 X 40mL) A HW o & FF I ML= S B B AN T 452 5 ok k. 28 % o 388 0 A 600 135 326 A FH R i
(100-200H) R4tk 54 i . LA2 % LR W/ O e AR i ARG MR 75 F= 4 .25 Wk 4 4k
24y, 43 8 1A #4201 (3.7g,34%) . 'H NMR (400MHz,CDC1,) :86.80 (s, 2H) ,5.41 (m,5H) ,
4.35(dd,J=4.0,4.4Hz,2H) ,4.20(dd,J=6.0,6.1Hz,2H) ,2.52 (t,J= 15.6Hz,2H) ,2.39-
2.34 (m,8H) ,2.26 (m,6H) ,2.15(d,J=8.4Hz,2H) ,2.05(dd, J=12.0Hz,12H) ,1.66-1.43
(m,6H) ,1.34-1.30 (m,51H) ,0.978 (s,9H) ,0.92 (s,6H) »

[0842] ¥ rh[E] {4201 (2.5g,2.44mmol) T THF (30mL) IR A HE0°C, 3 R G 4E
10min /N Z W 7 INITBAF (M- THFH1,6.10mL,6. lmmo1) o 44 I MR S WI7E =i FHikEsho 4 %
MR A YK (3omL) #2182, 18 (3 X 30mL) AEHL K& 3 1A HLZ FI R B B T-45 , OF
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FLARJE WU 28 o Bt o € 3245 PR (100-200 B SRAHAL BT 34 i - LA6 % 2L IR . T/
Ye A I AR e LT 75 740 BB IR AR A Gy 43 B eh 144202 (0.920g,41.4%) . 'H NVR
(400MHz ,CDC1,) :86.82 (s, 2H) ,5.42 (m,5H) ,4.35(dd,J=4.0,4.4 Hz,2H) ,4.20 (dd,]=
6.0,6.1Hz,2H) ,2.52 (t,J=15.6Hz,2H) ,2.39-2.34 (m, 8H),2.26 (m,6H) ,2.15(d,J=
8.4Hz,2H) ,2.05(dd,J=12.0Hz,9H) ,1.66-1.43 (m,6H) ,1.34-1.30 (m,42H) ,1.04-0.96
(m, 14H) :"°C NMR (101MHz,CDC1,) :8 173.34 (30) ,172.40(2C) ,150.10 (1C) ,134.52 (1C)
130.05(3C) ,129.75(2C) , 128.46(3C) ,122.75(1C) ,68.83 (2C) ,62.21 (3C) ,60.45 (1C)
41.73(20),36.72(20) , 35.13(20),34.06 (20) ,31.95 (3C) ,30.40 (4C) ,29.37 (8C) ,29.26
(20) ,27.26(3C), 22.73(20),19.59(2C) ,15.98(2C) ,14.18(2C) JHPLC (UV, 285nm) :
15.99min, 97.43% 4l ;HPLC (ELSD) :16.00min, 100 % 4l & ;MS (EST, +ve) m/z:927.17 (M+
18) .

[0843]  C6-ET-J%-2-TG (H[A{AT3) -

o) i) t-BuOK, THF 0 K HCI
HO—<: >—Ph ~ BnOHO—C »—Ph
O i) BnO Br g 69 6 @] MeOH, A
', ¥ 8] 4k

X 67%
. ] 4Kk 70
A TBAI, A, 26%
2 X
[0844] . O—<:OH C|AC15H31 _CO CisHa1
" ~  ROy,O
‘f’); OH  #k", CH,Cly \{")’5 O ~CisHa1
0,
¢ ja] 4K 71 aa EI)/
P 8] 4k 72: R=Bn

HCube (H,, Pd/C)
EtOAc/ T4t (1:1)

PE4K 73: R=H ——
[0845] 5222 i [AIAKRT 3 &
[0846]  Hh[E]4A69 2 CLAIIAL AW, Hml L anfl WiSang-sup, J. % ANTetrahedron:
Asymmetry 1997,8,1187-1192) H1 ik i % .
(08471  ¥4WErE]A68 (A 7 I3RS 590. 0mg, 0.499mmol) — XU %]t -BuOK (84. lmg,
0.749mmol) T-THF (2mL) 1 I &, IF BORR S WE =R T HikE— /DI AR 5 i iRk
Yy [E]4£69 (190mg,0.699mmo1) FTHF (ImL) FATBAT (36.9mg,0.100mmol) H ¥R , 7 H A
P AR A N R AR 20 /NI o K s S #1 48 == 0, F FH 4R .18 (10mL) #7Bg , F7ZK (15mL)
R, B CGIR G (3 X 20mL) Z2HUKAH 8 & FF A HLAS B FHZK R ER 7K (% 50mL) ¥
W, T (MgS0,) FHIR R k4 , 13 B =W RE R itk ik (5% 215 % £.25% LR 4 BR/ T J)
)G PR R AT R AL G R 12.5% LR AR/ F 2R , AR 2ETE
JHIBR A0 P T2 122 ) H 3t o A1 70 (48 . Omg » 26%6) o 'H NMR (400MHz ,CDC1,) :87.54-7.49 (m,
2H) ,7.39-7.26 (m,8H) , 5.55(s,1H) ,4.50(s,2H) ,4.33(dd,J=12.5,1.4Hz,2H) ,4.07-
4.01(m,2H), 3.55(t,J=6.7Hz,2H) ,3.47 (t,J=6.6Hz,2H) ,3.25 (m,1H) ,1.71-1.59 (m,
4H) , 1.45-1.39 (m,4H) .
[0848] 4V HE 2 4l b [A] 4470 (46 . Omg, 0. 124mmo1) IHC1 (23i%) FMeOH (1. 5mL) Hp#k
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[FIAL PR /N, I HAR G AR =0 R B 218 2.5 (30mL) A7k (10mL) Foke , I HoKs
A LA FA M AINaHCO, K I35 K R R /K (%:30mL) ki, T8 (MgSO,) I vk 4 , 73 F k=
Yo fE IR 32 (40% 2280% LR LR/ O Je) 15 2 2 J6 (iR Y i) —BE b [a4A 71 (23 5mg,
67%) o'H NVR (400 MHz,CDC1,) :87.36-7.27 (m,5H) ,4.50 (s,2H) ,3.76 (dd,J=11.6,4.4Hz,
2H) , 3.67(dd,J=11.6,5.1Hz,2H) ,3.57 (t,]=6.6Hz,2H) ,3.50-3.42 (m,3H) ,1.67 -1.56
(m,4H) ,1.43-1.36 (m,4H) .

[08491 &g ff thil 4 O AR AR 4 (91 6mg , 0. 333mmo1) F-CH,C1,, (1. 5mL) Hh ff ¥ ¥ R i
(30.3uL,0.375mmol) ¥ INE] —EEH 84471 (23.5mg,0.0833mmol) H, 44 [ MM E IR T
P FE 16 /NN o 4 S VR G490 FHCH,C 1, (30mL) FRE , 3 FHZK (10mL) ¥4 K o #4A5 HLAH F 7K A AT
NaHCO, K ¥& ¥ FI R 7K (#-30mL) ek, T (MgS0,) FRId ik 4e , 5 IR = o ik g 6 1 vk
(5% Z10% LR 2.1/ T %) 153 2 T8 o [ AR (6 H b s o A1 4A 72 (44 . 8mg , T1%) o 'H NMR
(400 MHz,CDC1,) :67.36-7.26 (m,5H) ,4.50 (s,2H) ,4.18(dd,J=11.6,4.9Hz,2H) , 4.11
(dd,J=11.6,5.5Hz,2H) ,3.68 (dd,J=10.4,5.3Hz,1H) ,3.55(t,J=6.6Hz, 2H),3.46(t,]
=6.6Hz,2H) ,2.32 (t,J=7.6Hz,4H) ,1.67-1.54 (m,8H) ,1.34- 1.21 (m,52H) ,0.88(t,J=
6.9Hz,6H) ;'°C NMR (100MHz,CDC1,) :6173.7 (2C; C),138.8(C),128.5(2C;CH) ,127.7 (2C;
CH) ,127.6 (CH) ,75.3 (CH) ,73.0(CH,) , 70.7(CH, ,70.5(CH,) ,63.2(2C;CH,) ,34.3 (2C;
CH,) ,32.1(2C;CH,) ,30.0 (CH,) ,29.87(CH,) ,29.84 (2C;CH,) ,29.80 (2C;CH,) ,29.76 (2C;
CH,) ,29.6 (2C; CH,),29.5(2C;CH,) ,29.4 (2C;CH,) ,29.3 (2C;CH,) ,26.2 (CH,) ,26.0 (CH,) ,
25.1(2C;CH,) ,22.8(2C;CH,) ,14.3 (2C:CH,) -

[0850] ¥~ Lk [AI{472 (43 . 5mg, 57 . 3umol) T 2R £/ C ke (5510mL) H (1) 1 i A FH
HCube & At B 7E PRI 254 (10% Pd/CHAT , 612 I A H BB 20, 38 = 1mL/min) T 34T E
HrP AR IR A E E25 C R HFEEL. 5/, SRS TESD C R FRRR S — /NI o 9 i 4 [ TR &
Y, 45 3 5 T0 0 [ AR B B b A 4473 (38 2mg, B &) L HORZ AL IS AL 'H NMR (400MHz,
CDC1,) :64.19 (dd,J=11.6,4.9Hz,2H) ,4.11(dd,J=11.6,5.5Hz,2H) ,3.67 (m, 1) ,3.64
(t,J =6.5Hz,2H) ,3.55(t,J=6.5Hz,2H) ,2.32(t,J=7.6Hz,4H) ,1.66-1.56 (m, 8H),
1.41-1.34 (m,4H) ,1.33-1.18 (m,48H) ,0.88 (t,]=6.8Hz,6H) .

[0851]  C4-ET-F#-2-TG (F1[R]1A78) :

0 i) -BUOK, THF 0, conc. HCI
HO{ >7Ph - BnOHO{ >7Ph
0 4 0 MeOH, A

i) BnOy y.Br & Ja] 4k 74
. ¥ 78%

W Ji] 4k 68 T 75
TBAI A, 40%
i X
i .
H“ OH &, CDH2CI2 \(")’4 O _-CisH34
P ] 4k 76 83% \lc])/
P [a] 4K 77: R=Bn

HCube (H,, Pd/C)
EtOAc/ 2.5 (1:1), 90%

W} 8] 4K 78: R= H =——
[0853] 5223 . AR TSI & .
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[0854]  HhEIfAT42 C M AED), oAl WiCharette,A.B. % A J.Am.Chem.Soc. 2001,
123,11829- 11830 Fridk il % .

[0855] b [ #4268 (I P %K1 : 135mg, 0. 749mmol) —IRPEAINFt-BuOK  (118mg,
1.05mmo1) F-THF (2. 5ml.) H ¥ B3 » IF EURHR IR SR R AR — /N o AR5 sk
Py 474 (273mg, 1. 12mmo1) F-THF (2mL) ARV, I ELKE B AR A 0 I el i 26 /N
R S L% H A SR IF 48R 2.8 (10mL) F0RE , 7K (20mL) V2K, I B 8. 441 (3 X
25mL) ZEBUKAH o K& 107G HLEERCY /K R R 7K (%-60mL) Hedk , T4 MgS0,) FHIk ik 4 ,
19 K= o R R 315 (10% 2220 % LR LT/ CL ) 19 21 52 70 €2 R 490 1 Tk a2 B 1) -
A £75 (103mg ,40%) o 'H NMR (400MHz,CDC1,) : 87.53-7.48 (m,2H) ,7.38-7.27 (m,8H) ,
5.55(s,1H) ,4.50 (s,2H) ,4.37-4.27 (m,2H) ,4.08-3.98 (m,2H) ,3.61-3.55 (m,2H) ,3.54-
3.50 (m,2H) ,3.25 (m, 1H),1.82-1.65(m,4H) :"°C NMR (100MHz,CDC1,) :8138.8(C) ,138.3
(©), 128.9(CH),128.4(2C;CH) ,128.3 (2C;CH) ,127.7 (2C;CH) ,127.6 (CH) ,126.3 (2C;
CH) ,101.4(C),73.0(CH,) ,70.7 (CH) ,70.3 (CH,) ,69.1 (2C;CH,) ,68.7 (CH,) ,26.7 (CH,) ,
26.6 (CI1,) .

[0856] WiV N3k 2 4 ] 4475 (102mg , 0. 298mmo1) IKHCL (2354) FAMeOH  (4mL) fin#i|=]
TP/ S IF AR R4 A IR R S N I 48R £ (40mL) - AJK (15mL) #ke, I HoR A
HURH P AINGHCO, KW /K AR 7K (F-40mL) ik, F-4 (MgSO,) FF 4 , 13 BKL™ ) o
fik g € 1 9% (25 % 5265 % 2290 % LR L s/ O ) 15 2 2 E G R ¥ — B b Rl 476
(58.8mg,78%) o 'H NMR (400MHz,CDC1,) :87.38-7.24 (m,5H) ,4.50 (s, 2H) ,3.71 (dd,J=
11.6,4.6Hz, 2H),3.64(dd,J=11.6,4.9Hz,2H) ,3.60-3.55 (m,2H) ,3.52-3.46 (m,2H) ,
3.41 (m,1H),2.59 (br s,2H),1.75-1.61 (m,4H) ;'°C NMR (100MHz,CDC1,) :8 138.5(C),
128.5 (2C;CH) ,127.8 (2C;CH) ,127.7 (CH) ,78.8 (CH) ,73.0 (CH,) , 70.2(CH,) ,69.8(CH,) ,
62.2(2C:CH,) ,27.1 (CH,) ,26.4 (CH,)

[0857] 4 AEAEME S (131mg,0.475mmol) FCH,C1, (2mL) H* ¥ ¥ AALLIE (48.0 1L,
0.594mmol) ¥ N E —FEH [a]4476 (30 . 2mg, 0. 119mmol) H, F: 55 ;e N AE =05 T Hi £ 19/)
I o K B SR 5 FHCHLC L, (40mL) A, 7K (20 mL) ¥ 2K o KA HLAR A ZK M AINaHCO, /K
WM ER K (F-40mL) ek, T MgSO,) IF kT 4n , 13 EURL™ ) RERZ (03 i (6% LR L
B/ CUbE) 19 0 2 0 C B AOR A H 9 = 6 R R 4477 (72 4mg , 83 %) 'H NMR (400MHz ,CDC1,) :
67.38-7.26 (m,5H) ,4.50 (s,2H) ,4.18(dd,J=11.6,4.9Hz,2H) ,4.11 (dd,J= 11.6,5.5z,
2H) ,3.67 (m, 11) ,3.58 (t,J=6.1Hz,2H) ,3.48 (t,J=6.1Hz,2H) , 2.31 (t,J=7.6Hz,4H) ,
1.73-1.55(m,8H) ,1.37-1.19 (m,48H) ,0.88 (t,J=6.9 Hz,6H) : °C NMR (100MHz,CDC1,) : 8
173.7(2C;C) ,138.7(C) ,128.5(2C:CH) , 127.7(2C;CH) ,127.6 (CH) ,75.4 (CH) ,73.0 (CH,) ,
70.4(CH, ,70.2(CH,) ,63.1 (2C:CH,),34.3(2C;CH,) ,32.1(2C:CH,) ,29.82 (6C;CH,) ,29.79
(4C;CH,) , 29.74(2C:CH,) ,29.6 (2C;CH,) ,29.5 (2C;CH,) ,29.4 (2C;H2) ,29.3 (2C;CH,) ,
26.8 (CH,) ,26.5(CH,) ,25.0 (2C;CH,) ,22.8 (2C;CH,) ,14.2 (2C;CH,)

[0858] ¥~ HEfk e [A] 1477 (70. 0mg, 95. 8umo1) F ZER £ TG/ L b (%%-25mL) H (¥ 7 A8 1]
HCube %Ak %% B £ AR R 26 1 (109 Pd/CHAf, 6L F) A H, B2, i = 1L /min) AT 2%
AR IR E AE50°C R 822 5/ o I <4 S TR #5420 » 45 BI04 el I R R
@IEE (10% E30% LR LB/ Cbe) 4iAk , 75 3] 270 [ AR K 7 vh 18] 4578 (55 Omg
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90%) «'H NMR (400 MHz,CDC1,) :84.20 (dd,J=11.7,4.8Hz,2H) ,4.11(dd,J=11.7,5.5Mz,
2H), 3.69(m,1H),3.64(t,]=5.9Hz,2H) ,3.60 (t,]=5.8Hz,2l) ,2.32 (t,J=7.5Hz, 41,
1.70-1.55 (m,8H) ,1.33-1.19 (m,48H) ,0.87 (t,J=6.8Hz,6H) : °C NMR (100MHz,CDCL,) : 8
173.7(2C:C) ,75.5(CH) ,70.5 (CH,) ,63.0 (2C:CH,) ,62.6 (CH,) ,34.3 (2C:CH,) ,32.0 (2C;
CH,) ,29.9 (CH,) ,29.82 (2C;CH,) ,29.78 (2C; CH,),29.7 (2C;CH,) ,29.6 (2C;CH,) ,29.5 (2C;
CH,) ,29.4 (2C:CH,) ,29.3 (2C; CH,) ,26.7 (CH,) ,25.0(2C;CH,) ,22.8 (2C:CH,) ,14.2 (2C;
CH,)

[0859]  C5BBDiMe- & -2-TG (F[AIA79) :

0 0 O -C1sHaq
? A J L Y
J HO OH 0

0" CysHaq Bk = Q Q
[0860] H0—<: i it S HOWO O._C1sHa
OTC15H31 I
DCC, DMAP
0 % 4 79 (C5BRDIMe- 5 -2-TG)
\-F ] 4k 2 (1 r3'DG) CHC|3 F 48h

[0861]  J5 %24 . HHAATINI & AR o

[0862] [k & W aIA2 (5.0g,8. 78mmol) T-& 4 (150m1) H ¥ W A% inDCC  (3.62¢,
17.57mmo1) FADMAP (0.53g,4.39mmol) , B J5 fE &k T N3, 3- —H K — 1% (2.81g,
17.57mmol) , 3 HARJ5 i #£48h o I8 1 TLC I I S B o s N 58 i I » i s S T 5 ) e 3ol ek v+
PRILIEIF & e (100m1) Yeik , IF LR U8 15 B B0 P /& AL &4, il i 41 5 Pk
A H AT 204 K 2B 6 %6 LR e/ C e B IR A8 , 15 31 52K B 60 [ AR 1Y)
FilAl & 79 (C5BBDiMe -2 -2-TG) (2.0g,32%) o 'H NMR (400MHz,CDC1,) 85.33 (m, 1H) ,4.33
(m,2H) ,4.18 (m,2H) ,2.51 (s,4H) ,2.35 (t,4H) ,1.64 (t,4H) ,1.29 (m, 49H),1.19 (s,6H),
0.92 (t,6H) ;'°C NMR (101MHz,CDC1,) 6176.4 (1C) ,173.3 (20) ,171.0(1C) ,69.1(1C) ,62.1
(20) ,45.0(1C) 44.7 (1C) ,34.0(3C) ,32.6 (1C) , 31.9(3H),29.7-29.1(14C) ,27.7 (30) ,
24.8(3C) ,22.7(3C) ,14.1(3C) sHPLC (ELSD) :10.07min,97.74% 4/ ; MASS (ESI, -ve) m/z:
710 (M-1) »

[0863]  C12a’aMe-R-2-TG (1[A]4481) :
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Br\/\/\/\/\B n-BuLi, DIPA
T THF -78°C

18- =i ¥4t E%2 4h 7
i " Ho
0 OH
M 0

HO CoHs5 + ] 4k 80
7 BR

@]
>_C15H31
{ >‘_C15H31

0
+ ] 4k 2 %C15H31 M _<:
O

DCC, DMAP
CHCl3, £i2,2 h # i 4k 81 C12a'aMe- & -2-TG o)

[0865] %225, FRIAIAS L& il

[0866] {E-T8°C T, [ — F N % (DIPA) (3.18g,81.08mmol) T-JC/KTHF (45mL) (i
A hin-BuLi (2.5MF W ke) (32mL,81.08mmol) o [ NV &4 4E -78°C R FE30min, SR )5
NIMPIEZ (1.5g,20.27mmol) , H¥ S VR S )7E-78°C F FEH#E30min. I N1, 8- R F 4
(2.75g,10.13mmo1) , £ HAEFE I MR AP HEHAESh M -T8 CH R = LﬁiTLc"*{ﬁ'Jii
I 5E % - 1. g RBR T WA 1l 2% 57 AT FHIRI LR, 57 S5 A0 B Bk 1X AN LR & 5 K &

1) 2 82 Ve &40 /K (100mL) F#B& 3 H A IN HC1 (25ml) R4k 3 FH 2.2 2. Fig (3x 100m1) $EK
It B& I A NLZEANa, S0, TR IF 28K, 15 2IHAL S - ¥ br L & Wil il 20 & PR 44,
F10% .18 . T8/ O e R i s A e B i1 464k o 78 % I » 3R 49 52 K €8 T A4 HR 11 H TR) 4R 80
(0.99¢,9.5%) o 'H NMR (400MHz,CDC1,) 82.57-2.39 (m,2H) ,1.71 (m,2H) ,1.50-1.43 (m,
2H) ,1.40- 1.25(m,14H) ,1.22(d,J=7.2Hz 6H) .

[0867] [ 4k AW IE4K2 (2.7g,4. T4mmol) F-& 4 (50m1) HF A R 8 inDCC (1.95¢,
9.49mmo1) FIDMAP (0.28g,2.30mmol) , #& J5 ¥4 [ iV #E 2 di B Hi #E30min . 78 2= 3 R s in
[ 4480 (2.44¢,9.49mmo1) , FEHEFE2h @It TLCWE I S5 I B 28 58 1% » 2 Ja F I M YR A i ik
fek 8 ek yE I FHIDCM (45 ml) BE¥, AR5 28 K AT 24, i H S Pk aid, 7% 4R &
B/ CL e e i Rk L alifh, . 28 )5 , 43 31 2K B i AR 1) H ) 4481 (C12a” aMe - R -2~ TG)
(1.7g,44.3%) .'H NMR (400MHz,CDC1,) 85.32 (m, 1H) ,4.33 (m,2H) , 4.19 (m,2H) ,2.49 (m,
2H) ,2.34 (n,4H) ,1.72-1.62 (m,4H) ,1.49-1.40 (m,4H) . 1.38-1.29(m,59H) ,1.24-1.17 (m,
8H) ,0.92 (m,6H) ;'°C NMR (101MHz, CDC1,)6181.7 (10),176.0(1C) ,173.4 (20) ,68.7 (2C) ,
62.2(3C) ,39.6(2C) ,39.2 (1C),34.1(3C),33.7(1C),32.0(3C) ,29.7-29.2(17C) ,27.2
(10),24.9(3C) ,22.7 (30),17.1(2C),16.9(1C) ,14.2(3C) .

[0868]  C12a’aMe-fiR-2-TG-yE&TE (b [A)14260) -

(08691 A FHEF X v (A48 1Y) & R AT IR F 2 7, FH R TR] AR 80 FH Hh [R] 4 1 121 £ Ak 45 4y v (1]
14260

[0864]

C15H31
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OY\/\/\/E/\/\/\/\
= o)
[0870] HO\”)\/\/\/\/\H\O O NN NN
0
& ¥ [8] 4k 260

[o871]  JRACH il =g (] 4491 -

hiY P X

Br. Q
O Cy5Haq OH O Cq5Haq
Ho—<: _ Br\)J\O{

[0872] O _C1zsHa1 EDC-HCI, DMAP O _CyzHaq

b CH,Cl,, 83% hig

o O]
P 2 T

[0873] 5226, F AR & .

[0874]  J4DMAP (10.7mg,0.0979mmol) FIEDC * HC1 (41.8mg,0.220mmol) ¥s I FiR 2, 1%
(24.4mg,0. 176mmol) FIf1 /i 42 (50. Omg,0.0879mmo1) T CH,C1, (2mL) iy 7, I LA
TREMTEE IR N HEFE22/N B [ S CH,CL,, (5mL) F A , ¥ et R o HL e 25 B v 771 o
ﬁ&@m&@/&%&%/Eﬁﬁﬁﬁz%@.%%m@ﬁﬁﬂy%¢ﬁww60%&
83%) .'H NMR (400MHz,CDC1,) 85.31 (m,1H) ,4.34 (dd,J=12.1,4.0Hz,2H) ,4.17 (dd,J=
12.1,6.1Hz,2H) ,3.84 (s,2H) ,2.32 (t,J=7.6Hz,4H) ,1.66-1.56 (m,4H) ,1.35 -1.20 (m,
48H) ,0.88 (t,J=6.9Hz,6H) ; °C NMR (101MHz,CDC1,) 8173.4 (2C;C) ,166.7 (C) ,71.3 (CH) ,
61.9(2C;CH,) ,34.1(2C;CH,) ,32.1(2C5CH,) , 29.84(2C;CH,) ,29.80 (2C;CH,) ,29.75 (2C;
CH,) ,29.6 (2C;CH,) ,29.5 (2C5CH,) ,29.4 (2C;CH,) ,29.3 (2C;CH,) ,25.5 (CH,) ,25.0 (2C;
CH, ,22.8(2C;CH,) , 14.3(2C;CH) -

[0875]  RHAR H v —HEH (Al 4495«

0 0
m-CPBA Nal TMSCI
T $A\
CHzCiz, 5 * MBCN A OH
% e ¥ Ja] 4k 94
¥ Ja] 4k 93
X
[0876] O CysHaq
HO{
O C1sHat O
T 0 )J\
_O \HJ-L C1sHaq
TEk2 O{C
CsH
DCC, DMAP, CH,Cl, \n/ 15131
84% 5

9 8] 4k 95
[0877]  J5Z=27 . h[E4ARI5H) & H o
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[0878] 1 [H] {9372 U b P s 1 B 2R Bl ) & ) 2 Ak &) (S WKai K. %5 A
Tetrahedron 2008,64,6760-6769) .y | il £ H1 A 4494 , ¥ = H e & Akt (TMSCI,208uL,
1.64mmol) ¥ H03 A s T 64493 (70. Omg, 0. 546mmol) FIRIALEH (246mg, 1 . 64mmol) T 2. 5
(1.5mL) F B b, IR R S Y A Bl 16 /8N o S S ve 21 B =, 2R 2 A
K (% 10mL) #iRE, 3 FH 28 6 (3x 15m1) ZEHL K& 1A HLZEEA FH M Na,S,0,F1EE K
(%40 mL) Pe¥k, T4 (MgSO0,) FHIR L WA , 15 B 74 o FE R 1592 (100% CH,C1,250% &
g lg/ k) 15 21 2 30 E IR YR - 40 H (R 4R94 (59 . 8mg , 43 %) o SR T FH T-m-CPBAZR it
FRIFEAE L AN B A5 KE 10 6 727 22 IR T BONMR I , 3 6 2% B N R — 25 . 'H NMR (400MHz,
CDC1,) 83.19(t,J=7.0Hz,2H) , 2.37(t,J=7.4Hz,2H) ,1.88-1.80 (m,2H) ,1.71-1.61 (m,
2H) ,1.46-1.33 (m, 4H) .

[0879]  J4DMAP (15.2mg,0.124mmol) AIDCC (51.3mg,0.248mmol) K VR 7 I3 B T 6] 44 94
(35.0mg,0.137mmol) A1, 3-H il —EE - [A14£&2 (70. Tmg, 0.124mmol) F-CH,C1, (4mL) %
T IR S YILE SR T HE LT/NS o 4 1585 VR FHCHLCL AR , ¥ A 22.0°C I il i ek i
ik g, 5 AN CH,CL, B i o KA HLAH T LM HCL L ¥ FINaHCO, ¥ ¥ R 35 7K e i, 45
(MgS0,) F-Ia ik 4ii , 75 ZVRL =)  RERR € 3592: (3.5% £4.5% LM LW/ Cke) HEI R T
] A4 R ) 2 4 ) A H o = g o Ja] 4495 (83 . 6mg, 84 %) o SR TMT » 1 T-m-CPBAZY J5ii (I 77 4E , AN
Il S5 1 ) 72 S RS BT FONMR B , 33 26 2% B i N — 25 . 'H NMR (400MHz, CDC1,) 85.. 26
(m,1H) ,4.30(dd,J=11.9, 4.4Hz,2H) ,4.14(dd,J=11.9,5.9Hz,2H) ,3.18 (t,J=7.0Hz,
2H) ,2.36-2.27 (m,6H) ,1.86-1.77 (m,2H) ,1.68-1.52 (m,6H) ,1.45-1.18 (m,52H) ,0.88(t,

J =6.9Hz,6H) .
X i X
Br\fz)JJ\ o)
0~ CysHa; 7 OH BF\HJ\ O g
o o
0880 o) CicH EDC-HCI, DMAP O. _Ca+cH
[ ] \n/ 15M131 CHLCly 90% T 15M31
(@] @]
¥ 8] 4k 2 & 1] 4k 97

[0881]  J5%e28. Hr{AlAITHI & ke

[0882]  4DMAP (17.2mg,0.141mmol) FIEDC * HC1 (67 .4mg,0.352mmol) ¥ HNEN1, 3-Hym—
figHH A1 4452 (80. Omg,, 0. 141mmol) AI12-JRAR | Jtf& (51.0 mg,0.183mmol) FCH,C1, (2.5mL)
TR FERRR SR IR N 18/ R SN HICH,CL, (10mL) ik , 78 ek e -
VB A IR TR A4 o T IR B (5% 22 10% LR LR/ ) A, 19 31 2 00 € [ fAiR
AR H i = g A1 97 (105mg,90%) o 'H NMR (401MHz, CDC1,) 85.25 (m, 1H) , 4.28 (dd, ]
=11.9,4.3Hz,2H) ,4.13(dd,J=11.9,5.9Hz,2H) ,3.38 (t,J=6.9Hz, 2H),2.30(t,J=
7.5Hz,2H) ,2.29 (t,J=7.50z,4H) ,1.88-1.79 (m,2H) ,1.65- 1.55(m,6H) ,1.45-1.36 (m,
2H) ,1.34-1.18 (m,60H) ,0.86 (t,J=6.8Hz,6H) : °C NMR (101MHz,CDC1,) 8173.4 (2C;0) ,
172.9(C) ,69.0 (CH) ,62.2(2C; CH,) ,34.3(CH,) ,34.2(2C;CH,) ,34.0 (CH,) ,33.0(CH,) ,32.1
(2C:CH,) ,29.82 (6C;CH,) ,29.78 (4C;CH,) ,29.74 (2C;CH,) ,29.60 (3C;CH,) ,29.54 (2C;
CH,) , 29.48(2C:CH,) ,29.39 (2C;CH,) ,29.38 (CH,) ,29.23 (2C:CH,) ,29.17 (CH,) , 28.9
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(CH, ,28.3 (CH,) ,25.0 (2C;CH,) ,22.8 (2C;CH,) ,14.2 (2C;CH,) .
[0883]  H[E]4A105:

o)
Ph3p\\)L 0
PCC OMe
RO OH — - TBDPSO” M Y ——— /\H/\\\)L
1 4 _ TBDPSO OMe
CH,Cl, _ PhMe, A, 74% 14
& 1] 4k 100
— - ¥ i 4k 101
| NaH, TBDPSCI
¥ i 4 99: R = TBDPS ~— PMF j}\

[0884] HO{O Ci5Hay
(@]

_ Y015H31 ° )OL
Hy, Pd/C o) 1A 4k 2 5 ’\H’\)\ {0 C15Ha
P RO 0
EtQAc, £ & TBDF’SO/\HT_Q\)LOR EDC. DMAP 14 O _CigHs:
CH,Cl,, 93% hi
i]4k102: R= M ~ 0
e © 2 M KOH, EtOH W ji] 4 104: R = TBDPS
70 °C. 80% TBAF, AcOH
% @4 103: R=H : THF, 62%

¢ ] 4 105: R =H
[0885]  J5Z29. HHEMA 105 & .

[0886] i [AJ{A99:

[0887]  {EO°C T, A 1,16- % (200mg,0.774mmol) F-DMF (2mL) 7 fr) £ ¥ 9% o ¥ AnNaH
(34. 1mg, 60 % w/wor AT P, FF-VRmPEg Mk, 8.51mmol) T-DMF (1mL) ) =%
W HRRE A0 C I HiHE 10538, 3F HAR R 7E =R T Hii #3044 % INTBDPSCL (2211L,
0.851mmol) F KV A WIAE I NI FE1T/IN B S N 2082 2. (50mL) #fg , /K A6
K (%2 X 40mL) Pk, T4 MgS0,) Ik ik 4s , 15 2R 7 I ikih (15% LR L Tg/
O o) 13 31 5 76 €44 4R 1) TBDPS i i 1] 4499 (124mg, 32%) o 'H NMR (401MHz,CDC1,) 67.70-
7.63 (m,4H) ,7.45-7.34 (m,6H) ,3.64 (td, J=6.5,3.6Hz,4H) ,1.61-1.46 (m,4H) ,1.39-
1.19 (m,24H) ,1.04 (s,9H) .

[0888]  Hh1[AJ{£100:

[0889]  7EOC N, S %Rt e $% (PCC, 106mg,0.491mmol) FIfd:EE 1 (100mg) ¥ 22
Fi1a] 4499 (122mg , 0. 246mmo1) [FICH,C1, (6mL) 1, FRHR S YIAEOC R HEH 107084, IF HAR =
FEZ M FHEFEL . 57N R S N A 36 5 ek e i 0 38, 50 % 4R B/ Lt (80mL) BEMi , I
HLB R e e v, 15 21 52 5 PR R R I Hh )4 100 (121mg, 8 &) » HoR A 24k RIg A
[0890]  Fh[AJ{A101:

[0891] W4 EEEE2- (Z2EHE-N- IEBEIVIE) 2|2 H A (205mg, 0. 614mmol) 7% 1 25 4 i v
] 44100 (121mg, 0. 246mmo1) ] FF 24 (6mL) H1 , FRE TR S N B — /NI o K e B 21 2
FIR IR ARG 15 2= @ RE R Bk (4% LR LB/ 25 2tk , 79 31 2 8 o iR
Vi a, B- AR g (a4 101 (100mg,74% ,E/Z 53 ¥IKHI6: RSV 4RAL T T ERH
PRAINMRELHE - 'H NMR (401MHz,CDC1,) 87.74-7.66 (m,4H) ,7.48-7.36 (n,6H) ,7.01 (dt, J=
15.6,7.0Hz,1H) ,5.85 (dt,J=15.6,1.5Hz,1H) ,3.74 (s,3H) ,3.69 (t,]J=6.5 Hz,2H) ,2.22
(qd,J=7.3,1.5Hz,2H) ,1.64-1.55 (m,2H) ,1.47(dd,J=13.9,6.9 Hz,2H) ,1.42-1.25 (m,
22H) ,1.09 (s,9H) ;'°C NMR (101MHz,CDC1,) 6167.3 (C),149.9 (CH) ,135.7 (4C5CH) ,134.3
(2€;C) ,129.6 (2C;CH) ,127.7 (4C;CH) , 120.9 (CH) ,64.1(CH,) ,51.4 (CH,) ,32.7 (CH, ,32.3
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(CH,) ,29.79 (2C;CH,) , 29.75 (2C;CH,) ,29.74 (CH,) ,29.66 (CH,) ,29.52 (CH,) ,29.50 (CH,) ,
29.3(CH,) , 28.1(CH,),27.0(3C;CH,) ,25.9(CH,) ,19.3(C) .

[0892]  H]{A102:

[0893] K7L XU FBIH F () 475 K b 144 101 (99. Omg, 0. 180mmol) T Z.BE 2.1 (5 mL) H (%
A B I PN SR & e =, SR JE VS A/ Bk (10 % w/w,28.7 mg,0.0270mmol) , H H K
FITAS e W U3 32 2 5 PN 0 = U o R L A ], OB, b 02 5 P H, b i =2, 9 ELAg
S MR GRS RV E R SR A, B 3P — /N g S NiE I ks 2R g, 2
MR WG (80mL)  Yeidk I IR 4t 19 21 2T Cu e IR PO i) AT g o 1] 44102 (99 . dmg, € B
HARG AR . 'H NMR (401MHz,CDCL,) 87.75-7.67 (m,4H) ,7.47- 7.36 (m,6H) ,3.69 (t,
J=6.5Hz,2H) ,3.68 (s,3H) ,2.33(t,J=7.5Hz,2H) ,1.70 -1.54 (m,4H) ,1.43-1.23 (m,
26H) ,1.09 (s, 9H) ;'°C NMR (101MHz,CDC1,) 8174.4 (C),135.7 (4C;CH) ,134.3 (2C;0) ,129.6
(2C;CH) ,127.7 (4C;CH) ,64.1 (CH,) ,51.5(CH,) ,34.2(CH,) ,32.7 (CH,) ,29.82 (2C;CH,) ,
29.81(2C:CH,) , 29.78(CH,) ,29.76 (CH,) ,29.75 (CH,) ,29.73 (CH,) ,29.6 (CH,) ,29.5 (CH,) ,
29.4 (CH, ,29.3(CH,) ,27.0(3C:CH,) ,25.9 (CH,) ,25.1 (CH,) ,19.3(C) .

[0894]  Hh[a]{£103:

[0895] 4 S A L4 (2.0M,530uL,1.06mmol) /¥ W4 In B & Mg b Al #4102
(26.0mg.0.0854mmol) [ Z&F (3mL) ' , FRHE A MIAETOC T INFAB0 7 B ol AR I IM HC1
R S IR ZEpH 3, FH 28 2.1 (A0mL) Rk o F5 HLAE /K (2 < 30mL) A& 7K (30mL) 3
TR MgS0,) FF I 4l , 43 2R 4 o i e IR 1 v (15 % LR LI/ 2 k) 44k, 15
B 5T HeIR Y A 2 A1 103 (76..8mg ,80%6) o 'H NMR (401MHz ,CDC1,) 87.73-7.67 (m, 4H)
7.44-7.37 (m,6H) ,3.68 (t,J=6.5Hz,2H) ,2.37 (t,J=7.5Hz,2H) ,1.70-1.53 (m,4H),
1.41-1.23 (m,26H) ,1.07 (s,9H) ;'°C NMR (101MHz,CDC1,) 6180.4 (C),135.7 (4C;CH) ,134.3
(2€;C) ,129.6 (2C;CH) ,127.7 (4C;CH) ,64.2 (CH,) , 34.2(CH,) ,32.7 (CH,) ,29.83 (4C;CH,) ,
29.81(CH,) ,29.78(2C;CH,) ,29.76 (CH,) ,29.6 (CH,) ,29.5 (CH,) ,29.4 (CH,) ,29.2 (CH,) ,
27.0(3C;CH,) ,25.9 (CH,) , 24.8(CH,) ,19.4(C) -

[0896]  HilE]{£104:

[0897]  4DMAP (10.2mg,0.0839mmol) \EDC * HC1 (40.2mg,0.210mmol) A1 1,3-H il —HEg
[A]442 (52..5mg , 0. 0923mmo 1) % I FE2 - A1 44103 (45. 2mg, 0.0839mmol) F-CH,CL, (4mL) (¥
W I HARR SR SR N 22 /N RSB HICH,CL, (10mL) ik , AR INFeE e I
TR AV R o 38 I ek i € i v (4% $26 % LR LR/ C ) 4tk , 19 31 5 00 (] Aotk i 1
=g 14104 (84.9mg ,93%) o 'H NMR (401MHz,CDC1,) 87.71-7.65 (m,4H) , 7.45-7.34
(m,6H) ,5.28 (m,1H) ,4.31(dd,J=11.9,4.3Hz,2H) ,4.16 (dd,J= 11.9,6.0Hz,2H) ,3.66
(t,]=6.5Hz,2H) ,2.325 (t,]=7.5Hz,2H) ,2.319 (t,]= 7.5Hz,4H) ,1.69-1.52 (m,8H) ,
1.42-1.20 (m,74H) ,1.06 (s,9H) ,0.89 (t,J= 6.8Hz,6H) ;"°C NVR (101MHz,CDC1,) 6173.4
(2C;0),173.0(C) ,135.7 (4C; CH) ,134.3(2C;C) ,129.6 (2C;CH) ,127.7 (4C;CH) ,69.0 (CH) ,
64.1(CH,) ,62.2 (2C;CH,) ,34.3(CH,) ,34.2(2C;CH,) ,32.7 (CH,) ,32.1 (2C;CH,) ,29.86 (2C;
CH,) ,29.84 (9C;CH,) ,29.80 (5C;CH,) ,29.77 (2C;CH,) ,29.76 (2C;CH,) ,29.65 (CH,) ,29.61
(2C;CH,) ,29.53 (CH,) ,29.50 (2C;CH,) ,29.44 (CH,) ,29.41 (2C; CH,),29.25(2C;CH,) ,29.22
(CH,) ,27.0(3C;CH,) ,25.9 (CH,) ,25.04 (CH,) , 24.99 (2C;CH,) ,22.8(2C;CH,) ,19.3(C),
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14.2(2C;CH,)

[0898]  Hh[A]{£105:

[0899]  ZE0°C T, KDY T E & Ak (TBAF, 1.OMT-THE 9, 154uL,0.154 mmol) FI1Z. [ (8.8u
L,0.154mmol) ¥s iN% TBDPSHE 1 /6144104 (84.0mg, 0.0771mmol) F-THF (3mL) H f1¥AEW . I
FHREGWAEOC FHiHE L5708, I HAR S =R T WP L/ 4 s N4 H .12 2,16 (40mL)
Mk, 7K (30 mL) A1EE7K (2x30mL) Pedkk , T (MgS0,) I K 4 , 19 2 ¥ o il i #e I
g% (7.5% £20% LR L BiR/ D) 4k, 453 21 2 Jo G i AR I BE (A& 105 (40. 5mg,
62%) o 'H NMR (401MHz,CDC1,) 85.26 (m, 1H) ,4.29 (dd,J= 11.9,4.3Hz,2H) ,4.14 (dd,J=
11.9,6.0Hz,2H) ,3.64 (t,]J=6.6Hz,2H) ,2.31 (t, J=7.5Hz,2H),2.30(t,J=7.5Hz,4H) ,
1.67-1.51 (m,8H) ,1.44-1.17 (m,74H) , 0.88(t,J=6.8Hz,6H) ;'°C NMR (101MHz,CDC1,) 6
173.5(2C;C) ,173.1(C), 69.0(CH) ,63.3 (CH,) ,62.3 (2C;CH,) ,34.4 (CH,) ,34.2 (2C;CH,) ,
33.0(CHy , 32.1(2C;CH,),29.82(10C;CH,) ,29.80 (6C;CH,) ,29.76 (3C;CH,) ,29.75 (CH,) ,
29.65 (CH,) ,29.63 (2C;CH,) ,29.59 (CH,) ,29.51 (2C;CH,) ,29.45 (CH,) ,29.42 (2C;CH,) ,
29.27(2C;CH,) ,29.23 (CH,) ,25.9 (CH,) ,25.1 (CH,) ,25.0 (2C;CH,) , 22.8(2C;CH,) ,14.3
(2C;CH,)

[0900]  HE]4A&110 (TML (COH) -C4-2-TG) :

X
C1sH31 EDC+HCI, DMAP
TBSO Jk/j( CH,Cl,, 58%
CqeH 2Lla, o
O T 15' 131
0

¥ id] 4k 106 W jii] 4k 28

[0901] % il 4k 107: R = CH,OTBS

CqgH .
157731 b 14 44 108: R = CH,OH ..
| i)

X
CqsH ; R =
R o) T 157131 J 184k 109: R = CHO :| ff-’)
. # 84 110: R = CO,H

i) 10-CSA, CH,Clo/MeOH, 81%: ii) PCC,
CH4Cly; iii) KMnOy, % /H,0, 50% (2 %)

[0902] 7575230, AR 1100) & ik o

[0903]  rh[a]4k106: R 45 LA il 4% : Amsberry,K.L. %5 APharm Res.1991,8,455- 461,
[0904]  J4DMAP (18.3mg,0.149mmol) FEDC « HC1 (71.6mg,0.374mmol) ¥ hn | [a] 4428
(100mg, 0. 149mmol) FIZ ) H 7] #4106 (53.0mg, 0. 164mmol) FCH,CL, (4mL) H (& + , IF
KR S AE 2R T HERE 19/ B B 34 HICH,C, (5mL) %ﬁ%,ﬁ&ﬁnhﬂxaﬂﬂﬁb Y RERT
% B R38R B% ET.5% LM 418/ C k) @éﬁc,Tﬁiﬂzj—né/ﬁ/{k%ﬁ"JTML-TGqﬂ [] 44
107 (84.6 mg,58%) 'H NMR (400MHz,CDC1,) 86.80 (d,J=2.0Hz, 1H) ,6.55(d,J=1.91z,
1H) ,5.29 (m, 1H) ,4.31 (dd,J=11.9,4.4Hz,2H) ,4.16 (dd,]=12.0,5.8 Hz,2H) ,3.51-3.44
(m,2H) ,2.85(t,J=6.9Hz,2H) ,2.75 (t,J=6.9Hz,2H) , 2.51(s,3H),2.30(t,J=7.6Hz,
4H) ,2.22(s,3H) ,2.06-1.99 (m,2H) ,1.65-1.56 (m,4H) ,1.46(s,6H) ,1.37-1.20 (m,48H) ,
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0.88(t,J=6.9Hz,6H) ,0.84 (s, 9H) , -0.03(s,6H) ;'°C NVR (101MHz,CDC1,) 8173.4 (2C;C) ,
171.5(C) ,171.3(C), 149.7(C) ,138.5(C) ,136.1(C) ,134.1(C) ,132.5(CH) ,123.1(CH) ,
69.8 (CH) , 62.0(2C;CH,) ,60.9 (CH,) ,46.1(CH,) ,39.2(C),34.1(2C;CH, ,32.1(2C;CH,) ,
31.9(2C;CH,) ,29.9 (CH,) ,29.83 (6C;CH,) ,29.79 (4C;CH,) ,29.75 (2C:CH,) , 29.6 (2C;CH,) ,
29.5(2C;CH,) ,29.4 (2C;CH,) ,29.2 (2C;CH,) ,29.0 (CH,) ,26.1 (3C;CH,) ,25.4 (CH,) ,25.0
(2C;CH,) ,22.8(2C;CH,) ,20.3 (CH,) ,18.3(C) ,14.3 (2C;CH,) ,-5.21 (2C;CH,) -EST-HRMS:
Cog 050,51 IMHH TR THEAE R 9737522 5B 9737515,

[0905]  “RE10- MR (3. Omg, 12. 9umol) AN TBSIE H [AI1A107 (83. Tmg, 86.0umol) 1
CH,C1, (1mL) FAMeOH (1mL) H, H-Ke iR & W0 1E S I T HFE— /N o K S N4 HICH,CL, (20mL) #;
B I HA A WU FH R AINaHCO, /K AT £ 7K (F%-20mL) e » T4k (MgS0,) FF I ik 4 , 13 21
R0 o A e €0 1 1% (15% 2225 % LR LR/ Cbe) 44k , 13- 31 5770 € iR A7 e e v ] 4
108 (59.9mg,81%) .'H NMR (400MHz,CDC1,) 86.81 (d,J=2.0Hz,11) ,6.56 (d, J=1.4Hz,
1H) ,5.28 (m, 1) ,4.30 (dd,J=12.0,4.4Hz,2H) ,4.17 (dd,J=12.0, 5.8Hz,2H),3.51(t,]
=6.8Hz,2H) ,2.88 (t,J=6.6Hz,2H) ,2.75(t,J=6.6Hz, 2H),2.52(s,3H),2.29(t,J=
7.6Hz,4H) ,2.22(s,3H) ,2.05(t,J=7.4Hz,2H) , 1.65-1.57 (m,4H) ,1.50(s,6H) ,1.37-
1.20 (m,48H) ,0.88 (t,J=6.9Hz,6H) ; °C NMR (101MHz,CDC1,) 8173.5(2C5C) ,171.71(C) ,
171.70(C) ,149.8(C) , 138.5(C),136.3(C),133.9(C) ,132.6 (CH) ,123.2(CH) ,69.8 (CH) ,
62.0(2C; CH,) ,60.5(CH,) ,45.9(CH,) ,39.2(C),34.1(2C;:CH,) ,32.1(2C;CH,) ,32.0 (2C;
CH,) ,29.84 (CH,) ,29.80 (6C;CH,) ,29.77 (4C;CH,) ,29.72 (2C;CH,) ,29.6 (2C; CH,) ,29.5
(2C:CH,) ,29.4 (2C;CH,) ,29.2 (2C;CH,) ,28.9 (CH,) ,25.5 (CH,) , 24.9(2C;CH,) ,22.8 (2C;
CH,) ,20.3 (CH,) ,14.2 (2C;CH,) -ESI-HRMS: C/,H,NaO, [M+Na {154 }y881.6477 ; S liE
h881.6489.

[0906]  {EO°C N , ¥ S AR BRI IE #5 (PCC,30. Img, 0. 139mmo1) ¥ I E % H 18] 44108 (59 . Img ,
0.0697mmol) A%+ (30mg) F-CH,CL, (3mL) H AT EFF M, FERHR S AE =R N HtPEpI /s
IS o 465 ISP 3 ik Js o I 8, FHB0 %6 LR LR/ e (50mL) e , 3 ELRUR IR 48 I8, 19
) 53 IR A0 0 KRS H I 44109 (59 8mg, 58 &) , LR Z AL B . 'H NMR (400MHz
CDC1,) 8 9.54(t,J=2.6Hz,1H) ,6.84(d,J=2.0Hz, 1) ,6.60 (d,J=1.4Hz,1H) ,5.28 (m,
1H) ,4.30(dd,J=12.0,4.30z,2H) ,4.16 (dd,J=12.0,5.8Hz,2H) ,2.86 (t,J= 6.7Hz,2H) ,
2.83(d,J=2.6Hz,2H) ,2.75 (t,J=6.3Hz,2H) ,2.53 (s,3H) ,2.30 (t,J=7.6Hz,4H) ,2.23
(s,3H),1.64-1.58 (m,4H) ,1.56 (s,3H) ,1.55(s,3H), 1.32-1.22(m,48H),0.88(t,J=
6.9Hz,6H) .

[0907] W& mERRE (12.2mg,76. Tumol) I 1: LIARER//K (R 3E1. 6mL) 78 2 2 g v A 44
109 (59.8mg,69. Tumol) (Y PIHER (1.6mL) 7, FKed G WAL =R T~ HEFE 1T/ o K S A 7K
(10mL) # B, FHIM HCIER 4L ZEpH 2,3F H A CH,CL, (3 X 15mL) REHUK 2 - F & FH1H HLAEHL
Yo EE K (40mL) R, T15 MgSO,) FF s k4 , 15 2L o i R g (i (1096 2225%
ZRRZTE /O ko) Atk 19 3] 5 T8 6 AR (1 B H R4 110 (30. 4mg , 50 %) « 'H NMR (400
MHz,CDC1,) 86.81 (d,J=1.6Hz,1H) ,6.58 (d,J=1.4Hz,1H) ,5.28 (m, 1H) , 4.30(dd,J=
11.9,4.4Hz,2H) ,4.16 (dd,J=12.0,5.8Hz,2H) ,2.88 (t,]=6.6Hz, 2H),2.84(s,2H),2.75
(t,J=6.6Hz,2H) ,2.53 (s,3H) ,2.29 (t,J=7.6Hz,4H) , 2.22(s,3H) ,1.64-1.58 (m,]=
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9.3Hz,4H) ,1.57 (s,6H) ,1.34-1.20 (m,48H) , 0.88(t,J=6.8Hz,6H) ;'°C NMR (101MHz,
CDC1,) 8176.1(C) ,173.6(2C;C), 171.6(C),171.4(C),149.5(C) ,138.2(C) ,136.5(C),
133.4(C) ,132.7(CH) ,123.0 (CH) ,69.8 (CH) ,62.0(2C;CH,) ,47.6 (CH,) ,38.8(C) ,34.1 (2C;
CH,) ,32.1(2C; CH,) ,31.5(2C;CH,) ,29.9 (CH,) ,29.84 (6C;CH,) ,29.80 (4C;CH,) ,29.76 (2C;
CH,) ,29.6 (2C;CH,) ,29.5 (2C;CH,) ,29.4 (2C;CH,) ,29.2 (2C:CH,) ,29.0 (CH,) , 25.4(CH,) ,
25.0(2C:CH,) ,22.8(2C;CH,) ,20.4 (CH,) ,14.3 (2C;CH,) -ESI- HRMS:C,HgNaO,  [M+Na']f) it
HAEN895.6270; SLNME 4895 . 6266

[0908] g FHISRALLAY 5 3k , 385 5 v R) 44 37 AU EDCATBE , L84 % i) 7= S il 4% P A 4K 119

0

0 0JLC15H31
OM O—<:
[0909] HO?—’C\)é@\ 9 3 O\I_rC15H31
O

¥ {4k 119

[0910]  'H NMR (401MHz,CDC1,) 86.80 (d,J=1.9Hz,1H) ,6.55(d,J=1.7Hz, 1H),5.26 (m,
1H) ,4.29(dd,J=11.9,4.4Hz,2H) ,4.14(dd,J=11.9,5.9Hz,2H) , 2.83(s,2H),2.55(t,]
=7.5Hz,2H) ,2.53(s,3H) ,2.32(t,J=7.5Hz,2H) ,2.31 (t, J=7.5Hz,4H) ,2.22(s,3H),
1.78-1.69 (m,2H) ,1.67-1.54 (m,6H) ,1.57 (s, 6H),1.45-1.20 (m,60H) ,0.88 (t,]=6.8Hz,
6H) ;'°C NMR (101MHz,CDCL,) 8176.3(C),173.5(2C:C) ,173.1(C),173.0(C) ,149.7(0) ,
138.2(C) ,136.4(C) , 133.5(C),132.5(CH) ,123.2(CH) ,69.0 (CH) ,62.2 (2C;CH,) ,47.4
(CH,) ,38.9 (0),35.2(CH,) ,34.3(CH,) ,34.2(2C;CH,) ,32.1 (2C;CH,) ,31.4 (2C;CH,) ,29.84
(6C;CH,) ,29.80 (4C;CH,) ,29.76 (2C;:CH,) ,29.62 (2C;:CH,) ,29.53 (2C;CH,) , 29.50 (2C;
CH,) ,29.41 (2C;CH,) ,29.38(2C;CH,) ,29.30 (CH,) ,29.26 (2C;CH,) , 29.19 (CH,) ,25.4
(CH,) ,25.0(3C;CH,) ,24.8(CH,) ,22.8(2C;CH,) ,20.4 (CH,) , 14.3(2C;CH,) -

(09111 v (A1 A 122 th A5 FSALLI) 7 ik ) % -

X
o O CysHsy
OMO{
[0912] Hozc)ﬁj\ 7 3 OTC15H31
@]

IR AR 122
[0913]  'H NMR (401MHz,CDCL,) 86.79(d,J=1.9Hz,1H) ,6.51 (d,J=1.8Hz, 1H),5.26 (m,
1H) ,4.292/4.284 (%dd,J=11.8,4.2Hz,2H) ,4.14 (dd,J=11.9, 6.1Hz,2H) ,2.84(s,2) ,
2.67 (m,11) ,2.53 (s,3H) ,2.44 (m,1H) ,2.30(t,J=7.6 Hz,4H) ,2.22(s,3H) ,1.84 (m, 1H) ,
1.69-1.45(m,7H) ,1.573 (s, 3H) ,1.567 (s, 3H),1.45-1.19 (m,63H) ,1.14(d,J=7.0Hz,
3H) ,0.88 (t,J=6.9Hz,6H) ; °C NMR (101MHz,CDC1,) §176.1 (2C5C) ,175.9(C) ,173.5 (2C;
) ,150.1(C), 138.2(C),136.4(C),133.6(C) ,132.5(CH) ,123.0 (CH) ,68.9 (CH) ,62.30/
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62.27 (2C;CH,) ,47.3(CH,) ,40.2(CH) ,39.7 (CH) ,39.0(C) ,34.2(2C;CH,) ,33.8(CH,) ,
33.6 (CH,) ,32.1(2C;CH,) ,31.5(CH,) ,29.84 (2C;CH,) ,29.80 (2C;CH,) ,29.76 (2C;CH,) ,
29.65(2C;CH,) ,29.61 (2C;CH,) ,29.59 (2C;CH,) ,29.5 (2C;CH,) , 29.4 (2C;CH,) ,29.28/
29.27(2C;CH,) ,27.34 (CH,) ,27.28 (CH,) ,25.5(CH,) , 25.0(2C;CH,) ,22.8 (2C;CH,) ,20.4
(CH,) ,17.2(CH,) ,16.9 (CH,) ,14.3(2C; CH,) .

[0914]  TML-C8BMe-#2-2-TG- JHFER G (*H [ {4:267) :

OY\/\/\/\:/\H/
6
i 2 L
[0915] OW/U\O O\[]/\/\/\/E/\H
2 o) 6

# I 4k 266: R = CH,OH

¥ I 4k 267: R = CO,H
[0916] {5 F -5 4t %o It A [A) A L0814 A e T s S ABA ) 573, bl [1) 442 106 T i) 440 17 8 1] %
kA Al £266.. 'H NMR (400MHz,CDC1,) 86.81 (s, 1) ,6.53 (s, 1H),5.31 (m,4H) ,5.20 (s,
1H) ,4.29(d,J=14.0Hz,2H) ,4.14(dd,J=11.6, 6.4Hz,2H) ,3.18(s,2H) ,2.47 (s,4H) ,
2.33(m,5H) ,2.16 (m,2H) ,1.98(d,J=5.2 Hz,4H) ,1.91 (t,J=15.6Hz 2H),1.59-1.38 (m,
12H) ,1.23(s,54H) ,0.89 (m, 8H) .
[0917] ] 4426 6 58 A s ) A4 26 72 A58 FH B il AU AR 48 1) 2% w TR 44 1 T8 ik IR AR 7 AT
ft).'H NMR (400MHz ,CDC1,) 86.85 (s, 1) ,6.59 (s, 1H) ,5.38 (m, 5H) ,4.35(d,J=11.6Hz,3H)
4.20(dd,J=11.6Hz,J=5.9Hz,2H) ,2.86 (s,1H), 2.63(t,J=19.3Hz,5H) ,2.41 (m,5H) ,
2.26(s,3H) ,2.21 (m,2H) ,2.05(d,J=5.2 Hz,8H) ,1.80 (t,J=14.4Hz,2H) ,1.62 (s,5H) ,
1.45(s,4H) ,1.33 (m,46H) ,0.99 (d,J=6.4Hz,3H) ,0.91 (t,J=12.8Hz,6H) ;'°C NMR
(101MHz,CDC1,) 8 176.33 (10) ,173.38 (20) ,172.64 (1C) ,172.30 (1) , 149.45 (10) , 138.05
(10), 136.29(1C),133.36(1C) ,132.45(1C) ,130.03 (2C) ,129.73(20) ,123.02(1C) ,
69.00 (1C) ,62.15 (2C) ,47.36 (1C) ,41.57 (1C) ,38.68 (1C) ,36.24 (1C) ,34.91 (1C) , 34.03
(20) ,31.93(20) ,31.28(2C) ,30.13(1C) ,29.78-29.13 (18C) ,27.23(20) , 26.45(1C) ,
25.34(1C) ,24.84(20) ,24.71(1C) ,22.71(20) ,20.28 (1C) ,19.48 (1C) , 14.16(2C) ;MS
(EST,+ve)m/z:1013.15 (M+18) »
[0918]  TML-C8B’ BMe-i&-2-TG- &g (1 [A]14268) -

Oﬁr“w/\/“\/\c:/“$f
6
i L
[0919] o OWO O\n/\/\w\fv)/
2 0 6

HO

b jd] 4k 268

[0920]  fifi 15 5 FeH TRD 4426 7 FT IR SRABLAG J5 32 » H R TRI A4 LO6 AN Hh ] 44 176 i A6 &
)] #£268. 'H NMR (400MHz,CDC1,) 86.85 (s, 1H) ,6.59 (s, 1H) , 5.33 (m,5H) ,4.34(d,J=
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11.6Hz,2H) 4.20(dd,J=11.6Hz,J=6.0Hz,2H) ,2.90 (s,2H),2.64 (t,J=19.3Hz,4H) ,
2.49-2.32 (m,8H) ,2.26 (s,3H) ,2.22 (m,2H) , 2.16-2.05(m,10H) ,1.76 (t,J=14.4Hz,2H) ,
1.64-1.55(m,3H) ,1.51-1.30 (m, 47H) ,1.17(d,J=6.0Hz,3H) ,1.077 (d,J=6.4Hz,3H) ,
0.917(d,J=6.4Hz,6H) ; '°C NMR (101MHz,CDC1,) 8175.65 (1C) ,173.41 (20) ,172.41 (1C) ,
172.30 (1C),149.45(1C) ,138.10(1C) ,136.28 (1C) ,133.40 (1C) ,133.36 (1C) ,132.45
(10), 130.26(20),129.74(20) ,122.99(1C) ,68.96 (1C) ,62.15(20) ,47.36 (1C) ,41.57
(1C) ,38.68 (1C) ,36.24 (1C) ,34.91 (1C) ,34.03 (20) ,31.93 (20) ,31.28(20) ,30.19 (10)
29.80-29.12(17C) ,27.23(20) ,26.45(1C) ,25.34 (1C) ,24.84 (20) ,22.72 (1C),20.30
(20) ,19.97 (1C) ,19.48 (20) ,14.16 (20) :MS (EST,+ve) m/z:1027.18 (M+18) .

[0921]  Ap[E)fAR1121,3- —yME2E H v (1, 3-DG-JHERHE) -

hEtE Y FE), J\A/\/W
HIOBE :Ié)/ka — _ | cﬁ(\/\/\/\:/\/\/\/\
0. 0
[0922] 15-5-;-%&?3];%‘.]:_ &% o 1] 4k 111
0
NaBH, OJ\/\ANWV

o
0
0 DG- it 8 /5 (F i) 4k 112)

[0923]  J5Z31.Hh[AMALI2H) & ko
[0924]  [H2,5- X BHIHL) -1,4- —%5-2,5- i (5g,27. Tmol) T-5 47 (204&F) v v
HR L RE (5. 5mL,69.4mol) , 28 JE s NIl IE S (11mL, 54. 9mol) , HRF IR A W/E =i T Hidt
The ZARIE ], I HAG SR EVEM T LR s 0EAR) H, IE HIN HC1 (T04RF) Heik .
TIEWLE , HE 2R ET . A EE QOMREY) FE 45 S 5 K BT 15 [ 44 3k — 25 FA H
W 8 T MR, 43 1) 2 1 €6 [ 4400 10 B e ] 46 111 (11,62%) o 'H NMR (400MHz,CDC1,) 8
5.36(t,J=11.6Hz,4H) ,4.78 (s,4H) ,2.47 (m,4H) ,2.38 (m,8H) ,1.71 (m,2H) , 1.34-1.30
(m,42H) ,0.93 (m,6H) .
[0925]  7EO°CTF , Kl AL 84 (NaBH, , 307mg,8.09mmo1) ¥ AN #| 1 [AJfA111 (5g,8.09mmol)
T-THF QORRY H B, H HAR G IR MR A e SR P 1558 J8 i TLC S Wl
I, 3 H5e G I8 i e R R SR S DL A BR il B AN, F Bk R
Z@Z%@WWWW&%%ME%WZ@@@GWWM%%hwW%MﬂVM%ﬁE
2 L BRVE T B R O AT AR AL B A 5 % - 10% L8R 2T/ e e i » 73 31 SR 1 Wi
PARIIT, 3-DG- RS (F A1 K112) (2g,39%) - 'H NMR (400MHz, CDC1,)85.39 (m,4H) ,4.20
(m,5H) ,2.44 (d,1H) ,2.36 (m,4H) ,2.01 (m,8H) , 2.47-2.25(m,12H) ,2.17 (m, 1H) ,2.02
(ddd,J=13.4,4.9,3.3Hz,1H) ,1.85(m, 1H),1.77 (m,1H) ,1.64 (m,2H) ,1.57-1.26 (m,
42H) ,0.9 (t,6M) ;'°C NMR (101 MHz,CDC1,) 8173.9 (2C,C=0) ,130.1(2C) ,129.7 (20) ,68.4
(C,CH) ,65.1(2C), 34.1(2C),31.9(2C),29.8-29.1(18C) ,27.3(2C) ,24.9(2C) ,22.7 (20) ,
14.1(20) « HPLC (ELSD) :9.62min,99.27 %46/ . MS (ESI, +ve) m/z:639.2 (MH +H,0)
[0926]  HrEIA113 (C10-FR -TG- JHERAR) -
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1,3-DG- it B2 &5 (P 1] 4k 112)

e, DCM
40 °C, 2h

R BLAR
[0927]

o]

7 N N N N N NN
HQW/\/xvﬁ\/\¢Lb_<:
o) O\n/\/\/\/E/\/\/\/\
0]
C10-TG- —ih # &% ( 14k 113)
[0928] 532 AR 1131 & .
[0929]  HsmtnE (0.19mL,2.41mmol) ¥ AN EIDG- MR EEH ] 4A112 (150mg,0.241 mmol) T
DCM QOAKRAR) A I A=y o dmin 5 , fE R N AP B N2 & (289mg, 1. 2mmol) .
8 S TR G AE40C R i HE2h B TLC W SN, I HL 58 RS » FDCM (204 AR) ke, FH/K
O IR FR ANV (LOMRAR) AIERZK (LORFR) Bk o K SRAF I A HLIZ L Na, S0, T,
T R FE R 22 B VA TR K AL AT AR AL R P S % - 10 % LR W BR/ L B e i, 15 2]
SRR AR K CLO- R - TG - I R TG H 1] 44113 (60mg , 30%) o 'H NMR (400MHz ,CDC1,) 85.43
(m,4H) ,5.29 (m, 1H) ,4.35(d,2H) ,4.20 (m, 2H),2.40 (m,8H) ,2.05 (m,8H) ,1.65 (m,10H) ,
1.33-1.18 (m 46H) ,0.93 (t,6H) ;'°C NMR (101MHz,CDC1,) 61.78 (1C,C=0,173.3 (2C,C=0) ,
172.8(1C,C=0), 130.1(2C),129.8(2C),68.9(C,CH) ,62.1(2C) ,60.5(2C) ,34.2 (4C) ,
31.9(20), 29.8-29.0(180) ,27.3 (4C) ,24.9(4C) ,22.7 (2C) ,14.2 (2C) HPLC (ELSD) :10.90
min,99% 4l MS (EST, +ve) m/z:823.8 (MH'+H,0)
[0930] B ALHESF (BIRHED -
[0931]  [a e [a]4&112 (3.00g,4.80mmol) FI%& & (1.94g,9.60mmol) F-DCM (45ml1) [ i
FEEP AN N4 - (L) kg (DMAP,0.58g,4.80mmol) , %R J5 ¥ INEDC « HC1 (1.82¢,
9.60mmol) o KT 43 S NTR & WO AE Z iR N4 HE 6ho i I TLCE P S SRR o [N 58 i 98
AR ISV A » 15 BRURG PR 5, 38 o A € %y PR fi (100-200 ) A Hoafifk . LL15%
LR BN IR S ARG AT AL & ) o 98 H MR AR 2B 4% 75 , 45 1) SRS PR A4 IR 1 4 v ]
1113 (2.95¢,75.8%) «
[0932]  f[EA115 (1,3-DG- T BRER) -
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THA
L 1% a O
o " e O)j\c ., NaBH,, THF. 0°C L
FT(?[ jé)/}-l %%, 16h 0{ 3f7 %%, 15 min _CO CaHy
OH HO
[0933] 0 5 O\n,CgH? Y2 O._-CzH7
2,5-m (e 7 ) - © e
14-=Rs -2.5- =8 #4114 % il 4k 115 1,3-DG- T 55

[0934] 75 %33, HrAMR L1501 & B

[0935]  [2,5- X (FRHHE) -1,4- Eki-2,5- % (2.0g, 1. 11mmol) T4 47 (40ml) 1)
MR ENINAERE (2. 2mL,2. 77mmol) , ZRJE AN T BLA (2.3mL, 2. 22m01) , SR JE fE SR F HiH:
16h. S5 R 28R B R T LR L1 (60m1) FF IR FHIN HCT (20m1) Ped o K & I 1Y
AR TR E R AR R BB I AR 20k R I HI5 % - 10 % LR LB/ ket i 19
B S AGPEARIRA A f 114 (1.4g,54%) o 'H NMR (400MHz ,CDC1,) 84.8 (s, 4H) ,2.45 (t,
4H) ,1.79- 1.69 (m,4H) ,1.04-0.98 (t,6H) ;'°C NMR (101MHz,CDC1,) 8198.2 (1C=0) , 172.2
(2€=0) ,66.1(20) ,35.9(2C) ,18.3 (20) ,14.1(2C) ;HPLC (ELSD) :1.73 min,99.8% 4% .
[0936]  {EOC T, Kl A b4 (NaBH,,230mg, 6. 10mmol) A JNE| A fA114 (1.3g,
6. lmmol) F-THF (26m1) "I, IF H AR JE K5 S R S WO E I T R 1570 B o FITLCHE
WS, e B 56 05 44 S TR A 47 e ek v b RO i DA B o S PR B A R v R R
R 2B (40m1) Pek , H HAS & B A HLE - ING B (13m]) Peidk . A HLZLENa,S0, T
J , I B R BRI R R U RS AL R P FHE %6 - 10% LIR LR/ S bE bt 15 3 2
R AACIR ) P T 44115 (1. 0g,70.6%) o 'H NMR (400MHz ,CDC1,) 84.25- 4.13 (m,5H) ,2.4
(s,1H) ,2.38 (t,4H) ,1.75-1.66 (m,4H) ,1.01-0.98 (t,6H) ; °C NMR (101MHz,CDC1,) 8173.8
(2€=0) ,68.3(1C) ,65.0(2C) ,35.9(20) ,18.4 (2C) ,13.6 (2C) ;HPLC (ELSD) :1.8min,100%
4li B JMS (ESI,+ve)m/z:255.37 (M'+23) .

[0937]  rA[E]4A125:
O

c:u)L(:g,H;r
HO{ 0
O._CgH
S G o M
o P 115 ) W 07 CaHy
[0938] /\H/J\)LOH RO o—{

TBDPSO™ ™7, EDC, DMAP b O, CsH;
CH,Cl,. 83% hig
0

¥ 1] 4k 45

¥ 1] 4k 124: R = TBDPS j TBAF, AcOH
o i 4k 125: R =H i

[0939] 5 Z&34. AP IA 1250 £ ko
[0940] v [} fAA5 U b Frid il 4, H:- AT 138 T %A FHEDCRIDMAP 5 o 17 A 1 154505k , LA
AR AR 124 F AR 124 'H NMR (401MHZ,CDC1,) 87.70-7.64 (m,4H) ,7.42-7.35 (m,6H) ,
5.29 (m,1H) ,4.307/4.305 (A~dd,] =11.9,4.2Hz,2H) ,4.159/4.157 (4~dd, J=11.9,
6.0Hz,2H) ,3.66 (t,]=6.5 Hz,2H) ,2.34(dd,J=14.7,5.9Hz,1H) ,2.30 (t,J=7.4Hz,4H) ,
2.13(dd,J= 14.7,8.3Hz,1H) ,1.95 (m,1H) ,1.70-1.50 (m,6H) ,1.37-1.17 (m,20H) ,1.05
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(s,9H) ,0.95 (t,J=7.5Hz,6H) .0.94 (d,]=6.4Hz,3H) ;'°C NMR (101MHz, CDC1,)6173.2
(2C;0),172.5(C) ,135.7 (4C;CH) ,134.3(2C;C) ,129.6 (2C;CH) , 127.7 (4C;CH) ,68.9 (CH) ,
64.1(CH,) ,62.3(2C;CH,) ,41.8(CH,) ,36.8(CH,) , 36.0(2C;CH,) ,32.7 (CH,) ,30.5(CH) ,
29.9 (CH,) ,29.80 (3C:CH,) ,29.76 (CH,) , 29.75(CH,) ,29.5 (CH,) ,27.1(CH,) ,27.0 (3C;
CH,) ,25.9 (CH,) ,19.7(CH,) ,19.3 (C)18.5(2C;CH,) ,13.7 (2C;CH,) .

[0941]  Hh[A]{£&125:

[0942]  {E0°C N, KDY T KAk 4 (TBAF, 1.OMF THFH1,243uL,0.243 mmol) FAcOH
(13.9L,0.243mmo 1) 32 #5 N 25 TBDPS it H [F] {4124 (58. 7 mg,0.0809mmo1) fJ THF (4mL.)
e, R G WIAE S T N P L9/ R OB K (LomL) ke, 5 B 2 B 2B (3 X
15mL) ZEHUAKAH o K 45 T (14 A HLASHLY) B4 FINaHCO, 7K A ORI #h 7K (% 30mL) Bk , 14
(MgSO,) F-Jok i < 40, 15 B KL 4y ol id ik J € 1502 (6% 20 % LR 4. W/ C o) 24k, 135
S TE IR O B R 1A 125 (26 Tmg ,68%) » 'H NMR (401MHz,CDC1,) 8 5.28 (m, 1H) ,4.298/
4.295 (%dd,J=11.9,4.3Hz,2H) ,4.153/4.151 (% Hdd,] =11.9,6.0Hz,2H) ,3.64 (t,J=
6.6Hz,2H) ,2.33(dd,J=14.7,5.9Hz,11) ,2.30 (t,J=8.4,6.5Hz,4H) ,2.12(dd,J=14.7,
8.3Hz,1H) ,1.93 (m,1H) ,1.70-1.46 (m,8H),1.38-1.16 (m,18MH) ,0.95 (t,J=7.4Hz,6H),
0.93(d,J=6.7Hz,3H) ;'°C NMR (101MHz,CDC1,) 6173.3(2C;C) ,172.5(C) ,69.0 (CH) ,63.2
(CH,) , 62.3(2C;CH,) ,41.9(CH,) ,36.8 (CH,) ,36.1(2C:CH,) ,33.0 (CH,) ,30.5 (CH) , 29.9
(CH,) ,29.78 (CH,) ,29.76 (2C:CH,) ,29.74 (CH,) ,29.71 (CH,) ,29.6 (CH,) , 27.1(CH,) ,25.9
(CH,) ,19.7 (CH,) ,18.5 (2C;CH,) ,13.8(2C;CH,)

[0943]  Hh[A]{A126:

X

o)

Hn 0~ “CsHy

[0944] OYC3H7
o)

¥ i) 4k 126

[0945]  fdi FHl45 F3R B2 59 i 4 o 'H NMR (401MHz, CDC1,) 85.23 (m, 1H) ,4.26 (dd,
J=11.9,4.3Hz,2H) ,4.11(dd,J=11.9,6.0Hz,2H) ,3.36 (t,J= 6.9Hz,2l) ,2.28 (t,J=
7.4Hz,2H) ,2.26 (t,J=7.4Hz,4H) ,1.84-1.75(m,2H) , 1.66-1.52 (m,6H) ,1.42-1.33 (m,
2H) ,1.31-1.19 (m, 12H) ,0.90 (t,J=7.4Hz, 6H);'°C NMR (101MHz,CDC1,) 8173.1 (2C;C) ,
172.9(C) ,68.9 (CH) ,62.1(2C; CH,) ,35.9(2C;CH,) ,34.2 (CH,) ,34.0 (CH,) ,32.9(CH,) ,29.5
(CH,) ,29.43 (CH,) , 29.42(CH,) ,29.3 (CH,) ,29.1(CH,) ,28.8 (CH,) ,28.2 (CH,) ,24.9 (CH,) ,
18.4(2C; CH,),13.7 (2C;CH,) sEST-HRMS:C,,H,, "BrNaO, [M+Na 11+ 548 2515 1979 5 S I &
N515.1995.

[0946]  Hr[RIA1171, 3- WA MEFEH i (1,3-DG- R PRMR) -
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0] o]
(0) ABA 25 F), NaBH. THF )j\
HOI-T(-J>[ OH HE(20%i¥F) OJL\CQH*@ 15 min 0" "CgHyg
(6} ks 0=<: S———— Ho—<:
[0947] Ny CeHe Ot
(0] o]
P i 4116 o i) 4k 117 (1,3-DG-

LB )
[0948]  J5ZR35. FHAMALLITHI & ko
[0949]  [H]2,5- X (AR E) -1,4- M E-2,5- B (0.2g,1.11mmol) T-5 45 (4.0ml)
A AN e RE (0.22mL,2.77mmol) , SR JE AR INZE Mt (0. 45mL,2.22 mmol) , HAEZ IR T
PE16h VA IR R AT LR 488 (6ml) 3 IN HCI (2ml) Pk THEAIZ, FFH
IR RAVET KR FUE I AL AL B A 5 % - 10% 8. T/ e e i, 75 31 SR 1 Wi
PR K116 (0.09 g,20.36%) o 'H NMR (400MHz,CDC1,) 84 .8 (m,4H) ,2.46 (m,4H) ,
1.73-1.66 (m,4H) ,1.30 (m,24H) ,0.91 (t,6H) ;'°C NMR (101MHz,CDCL,) 8198.2 (1C=0) ,
172.0(2C=0) ,66.1(2C) ,33.7(20) ,31.8(20) ,29.3(20) ,29.2(2C) ,29.0(2C) , 24.8(20),
22.6(2C) ,14.12 (2C) HPLC (ELSD) :2.88min, 100 % 4fi J& ,
[0950]  7EO°CTF , KBl AL B (NaBH, , Tmg, 0. 2mmo1) ¥ I 3 1 [A14£ 116 (80 mg, 0. 2mmol) -
THF (2m1) HH IS, I H AR 5K [ VR -G W AE SR R B FE 15 % o i TLC IR I s B,
H e RUE , 8 E b R O 8 I RER A DA 22 B i B IS AN, I UK AR EE LR R
M5 (3ml) ek FIM £ (ImD) Ped A HLZ B VA RIZNa, S0, T8, B 2% L BRIE 7 - K4
Y AR 24k B P 5 % - 10 % R ZWTe/ OBt BE B, 75 21 2R 1 i AR () A e A 117
(70mg,100%) - 'H NMR (400MHz,CDC1,) 64.2-4.1 (m,5H) ,2.51 (s, 1H) ,2.38 (t,4H) ,1.68-
1.64 (m,4H) ,1.32-1.29 (m,22H) ,0.91 (t,6H) ;'°C NMR (101MHz,CDC1,) 6173.0 (2C=0) ,
68.3(1C) ,65.0(2C) ,34.1(2C) ,31.8(2C), 29.7(2C),29.4(2C) ,29.3(20) ,29.1(20) ,24.9
(20) ,22.7(2C) ,14.1 (2C) HPLC (ELSD) :10.70min,97.6% 4/,
[0951]  Ap[E]fA1921, 3- X MESE H v (1,3-DG-EREHg) -

. 0 0
o HO
OJ‘L\L/)’\ NaBH3CN OJ\{\,}’\
0 HO\.)K/OH T\ 5 AcOH 3
g 0

[0952] HOJ\/\N\ EDC.HCI. DMAP THF, 12 h o
DCM, 12 h )\H/\ 4%\
(0] 4 o] s
¥ 4k 191 ¥ i 4k 192

[0953]  J5Z&35-A. FAIA1920 & Ao

[0954]  FEZiE N, [ £ 1% (60g,416mmol) 11, 3- — ¥R -2-M{ (37.5g,416mmol) T-DCM
(500mL) H A VAR T AR IIEDC.HC1 (199.68g,1.04mol) , 2R J5 ¥ i1 DMAP (50.90¢g,
0.416mmol) o8 Je MR -G YIFE 2R TP HE 12/ R e B2V -S4 FIDCM (200mL) # %, - FH 7K
(200mL) Pl o KA HLE A Na, SO, T , I EL 2 BRI o i I AT 5 1%L A5 100200 B 7R
KA TSV R T RS YILL10% 48R 205/ C e e i, 75 21 52 3 6 [ 44 R fr A Ja) 44
191 (44g,31%) .'H NMR (400MHz,CDC1,) 84.77 (m,4H) ,2.44 (t,4H) ,1.70-1.58 (m,4H) ,
1.32-1.30(m,16H) ,0.89 (t,6H) .

[0955]  {EOCF, [ A [A] 44191 (44g,128mmol) T THF (500mL) H ) ¥ ¥ T 38 i s I 2 12
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(9.2mL) , H HAR J5 o Heis s A tb8h (9. 7g, 154mmo) K s VR & )i #4 3 ==  JF 4
FE12h K I NVR S W) H L £ Bs (500mL) i FE I 7K (300mL) e - KA Bl /= 4Na, S0, 45 »
A BRI 8 A 1%y 48 F100-200 H kSR 4k Fr 54 i s i AL & FH9 %
ZIRCTE/ CREBe, 155 SR ARG ] #4192 (25g,56 %) o ' NMR (400MHz, CDCL,)
§4.25-4.12 (m,5H) ,2.47 (d,1H) ,2.41-2.37 (t,4H) ,1.69-1.604 (m,4H) , 1.49-1.32 (m,
16H) ,1.00-0.90 (t,6H) ;'°C NMR (101MHz,CDC1,) 8173.97 (2C) , 68.38(1C) ,65.05(20) ,
34.12(20) ,31.66(2C) ,29.09 (20) ,28.92(2C) ,24.90 (2C) , 22.61(2C) ,14.08 (2C) HPLC
(ELSD) :12.48min,100% 4li & ;MS (ESI,+ve) m/z:362 MH'+18) .
[0956]  rh[E]{A123:

o)

C.sH A
1 31_40 ? KHCO4,BusN* HSO,,
:>—o OH  DCMI«, %% ,18h
O i O
C15H31—< % Jd] 4k 81
o)
[0957]
C15H31 /HNW\)Y
C15H31 & ] 4k 123
o)

[0958] 7 Z=36. HHIEMAE1230) & %

[0959]  FE=IE N, B PUIE T JEAER & %% (0.034g,0.098mmol) MIFRER S 4 (0.198 g,
1.977mmol) Y 2518 7K (10m1) ¥ 02 A [a] 4481 (0. 4g,0.494mmo1) FIPY IE T FEA% FR &
(0.034g,0.098mmo1) T & F t (10m1) H FI BRI HF P HE0 . Sho SRS 7E IR N B s
IS AHLEE S E (0.062m1,0.618mmol) , FF 78 2 i~ JEI ZU 45+ 18h o I8k TLCHE Wl S B, FF:
H B 58 B » FIDCM (25 m1) F B [ VR &4 - 70 5 A HLAR S HF B FHDCM (2x 50m1) ZEHUK
G FHMAHLE K (50m1) ER7K (50mL) B, OB AN T4, 1 I IR ik 4 , 15 2
YR o K R 4 o a4 9 7E 100- 200 H 5 A sE B4tk ; LL20% 4R Z B/ e i
AR AL A5 1 s FIKMnO WA HEAT RT ALK o 73 380 52 R M v AR 9 R TR1 4R 123 (0. 250
59%) o'H NMR (400MHz,CDC1,) 85.75 (n,2H) ,5.32-5.30 (m, 1H) ,4.33 (dd,J=11.9,4.3Hz,
2H) ,4.18(dd,J=11.9,6.0 Hz,2H) ,2.56-2.45 (m,2H) ,2.36-2.32(t,]=7.2Hz,4H) ,1.66-
1.62 (m,4H) ,1.48- 1.40 (m,8H) ,1.29 (m,56H) ,1.19(dd,J=11.2,7.0Hz,6H) ,0.92 (t,J=
6.7Hz, 6H) .

[0960] g FHSRALL 53 , il £ A ) 442155«
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Oy Cr6Mat SR 78 AL B8
9] KHCO3,BQ4N+.HSO4,
0 0 /l/\/ DCM//K , %% 18 h
Ho’ﬂ‘v/l\v’ﬂ“o O O -
P 1] 4k 4 O

[0961]

OYC15H31
UL
oo o O\H/C15H31

] 4k 155 O

[0962] FE=E T, ¥ E&IIE T MR EAH (24mg,0.072mmo 1) KR & 2 (286 mg,
2.86mmo1) (I ZE 1K (10m1) ¥ 0 2B 2 Sk H 18] 444 (0. 5g, 0. 72mmo 1) FHPY IE T F: At iR & B
(24mg,0.072mmol) T & H %t (10m1) HH I HEFEETR , HEEFE0 . 5he SR G 7E iR T B
IS AR Z H I (0.092m1,0.89mmol) , HAEZ il T BIZIHFE 18N s N 58 il fe » i IS TLC M
WSz B s FHDCM (5m1)  # B I SVR A4 - 73 B A HLAHE , 3F B FHDCM (2x 5ml) ZEHUKAH ¥ & FF
A HLZ 7K (10m1) 3h7K (10mL) e , LB ER N T4, ok 68 5 el vk 4 » 15 BRI - K
WY JFOE R AR SR A AR R Ak A S PILA5% LR LB/ A NI S A B - 7E e
AR AR IR GG A 53 45 B 2 A AR I R TR 44 155C5bMe - & 2L B : (0.250g,47 %)
-'H NMR (400MHz,CDC1,) 8 5.76 (s,2H) ,5.33 (m, 1H) ,4.34 (dd, 2H) ,4.18 (dd,2H) ,2.5-2.3
(m,8H) ,1.66-1.64 (m,2H) ,1.60(s,3H),1.29 (m,48H) ,1.09(d,3H) ,0.91 (t,6H) .MS (ESI,+
ve) m/z:763 (MH'+18) .

[0963]  C15-F-2-TG (F1[aj{A129) -

0O 0

X A i

HO OH 0 0
0" "CigHs " 1_3 " 0J\C15H31
[0964] HO TAR=R HO o—<:

O _-CisH34 " OL,_-C1sHa1
hig EDC+HCI, DMAP D

0 CH,Cly, £i% , 17h ¥ il 4k 129 (C15- 5 -2-TG) o)

P i 4k 2 (1,3-DG)

[0965] 75537 . WA AR 1291) 4 o

[0966]  ¥4- (—HIEEE) HEnE (22.5mg,0.184mmol) FIN- (3- — ISP 2E) -N/ - 2. 3B —
7% (EDC * HC1,88.3mg,0.461mmol) FMNE|+ 1okt —#8 (100mg, 0.369mmol) Ak A4+ il
&2 (105mg, 0. 184mmo1) F-CH,C1, (5mL) H A, I ARG R M LT/ K
S i) FACH,C, (10mL) A% » PR AN A 45 988 5 A Bl s R 44« 3 5 ek A (2 ik (1596 5225 %
LRI/ C) Al 198 2 IO ORI 1) 1129 (C15-BR-2-T6) (113mg,75%) - 'H
NMR (401MHz,CDC1,) 65.26 (m, 1H) ,4.29(dd,J=11.9,4.3Hz,2H) ,4.14 (dd,J=11.9,
6.0Hz,2H) ,2.34 (t,]=7.5Hz,2H) ,2.31 (t,J=7.5Hz,2H) ,2.30 (t,]=7.5Hz,4H) ,1.67-
1.56 (m,8H) ,1.38-1.17 (m,66H) ,0.87 (t,J=6.8Hz, 6H);"*C NMR(101MHz,CDC1,) 5179.6
(€),173.5(2€;C) ,173.0(C) ,69.0 (CH) , 62.2(2C;CH,) ,34.4(CH,) ,34.2(2C;CH,) ,34.1

161



N 115348864 A W OB P 155/267 T

(CH,) ,32.1(2C;CH,) ,29.84 (6C;CH,) ,29.80 (4C;CH,) ,29.76 (2C;CH,) ,29.75 (2C;CH,) ,
29.72(CH,) ,29.62 (2C;CH,) ,29.58 (CH,) ,29.50 (2C;CH,) ,29.43 (CH,) ,29.41 (2C;CH,) ,
29.38 (CH,) ,29.25(2C;CH,) ,29.21 (2C;CH,) ,25.03 (CH,) ,25.00 (2C;CH,) ,24.8 (CH,) ,
22.8(2C;CH,) ,14.3 (2C;CH,)

[0967]  MAST-C12a’aMe- 50464 -2-TG (h1[A]44136) -

H31C15_< 0

[0968] } T

H31C15

o)
& a4k 136

[0969]  7E0°C F¥na A 4481 (0.5g,0.618mmol) F-DCM (5m1) DMF (W5 ¥%) FH 2Lk &
(1.1m1,12.36mmol) H I, S8 S5 IR BIR A ITE IR NI HE2 ho B s TR A ) el A
4, I HLARJ5 5 DCM (#5-5mL) 3 28 & — IR FF ol R 58 - K B 15 196 2 &0 A T-DCM (20m1) 1, 48
JGTE0C MK 7ZrC1, (0.33g,1.45mmol) FIDCM (10mL) 3Z A N2 R MR A+, HAE0CT T
%ﬂqoﬁ%ﬁn%}zﬁbﬁp § 0 (0.383g,2.90mmol) , I H ¥ BIRAPIFE0C R 0. 5h
HAE IR N PERE h ¥ S B VR A4 FIDCM (50mL) A17K (50mL) 58 A HLE FIZK (25mL) F1h
7K (25mL) Pk , £ENa, SO, TR IR W4 , 73 B 1) 3l Rk A € 38, 15 %6 2215% &
B2 2.5/ O el SR atidk , 15 3 S ks M R W80 vh 18] 44136 (0. 135g,21%) « 'H NMR (400MHz,
CDC13) 86.61-6.57 (q,1H) ,5.32 (m,1H) ,4.33(dd,J=11.6,3.7Hz,2H) ,4.19(dd,J=
11.9,6.1Hz,2H) ,2.49 (m,2H) ,2.34 (t,J=7.6Hz,4H) ,1.83(d,J=5.6Hz,2H) , 1.72-1.62
(m,4H) ,1.49-1.40 (m,5H) .1.38-1.29 (m,60H) ,1.24-1.17 (m,6H) , 0.92(t,6H) .

[0970]  MAST-Cl2a’BMe- &AL -2-TG (F[E]4£142) .

H31C15—{ &

¥ Ja] 4K 142
[0972]1  #E0°C R¥R M a4£27 (0.5g,0.618mmol) F-DCM (5m1) DMF (F5i) Al FE A
(1.1m1,12.36mmol) H I, S8 5 IR BIR A T IR NI HE2 ho B s TR A ) el A
4, 3 AR 5 5DCM (F5-5mL) 328 = IR H 8 45 o 4 BT A3 I R &0 3 T-DCM (20m1) H , 48
JETEOC F##7ZrCl, (0.33g, 1.45mmol) FJDCM (10mL) 33 ¥ N 2 J SR & 20, F7E0C
T?)ﬁ?ifflo"%tlﬂo%):ﬁbﬂ:gél@%(o 383g,2.90mmol) , 3f H ¥ [ MiR-&YIFE0C N i+
0.5hFF7E =0 N 1ho K s B VR A4 FIDCM (50mL) A7k (50mL) #5%E o Ks A HLZ FI7K (25mL)
ALK (25mL) Yk, ZNa, S0, T IF I R IR 48 , 15 BRI o 8 5 ik e Ak 6 3%V, F5 % &
15% 2.1 .15/ O Fe e iR a4k , 45 31 Sk v et i b ) 44142 (0. 170g,32%) . 'H NMR

[0971]
H31C15
(@]
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(400MHz,CDC1,) 86.61-6.57 (q,J=5.6Hz,1H) ,5.32 (m,1H) ,4.33 (dd,J=11.6,3.7Hz,
2H) ,4.19 (dd,J=11.9,6.1Hz,2H) ,2.49 (m,2H) ,2.39-2.32(t,J=7.6Hz,6H) ,2.18-2.12
(m,2H) ,2.08-1.97 (m,2H) ,1.83(d,J=5.6Hz,3H) ,1.64-1.56 (m,8H) ,1.38- 1.29 (m,54H) ,
1.21-1.19 (m,6H) ,0.92 (t,J=6.0Hz,6H) .

[0973]  MASI-C10-S4b¥-2-TG (HH[AIfA165) -

0
H31C15_’/< o
e
!
}OJ\/\/\/\W OTC
O o

H31C15_<O

% a4k 165

[0975] ¥ ehiE) 449 (1.0g,1.32mmol) F-DMF (i) AISOCL, (0.98mL,13.29 mmol) H[¥I
AR IBEAL . 25h o 4 S NR A v B0 E S 900 AR » PR R (3% 5mLL) L2808 = IRl T
18 o K P A5 SR T-DCM (20mL) 1, I ZIZE0°C B VN N ZrCl, (309mg , 1. 32mmo1) F-DCM
(10mL) H {H FEAFIR G PE0C R i HE 107 B A I = £ % (351mg, 2. 65mmol) , Ff H.
B S SR A AEOC N HEREO L 5/ IR AE IR R B HE Lh K S MR S 40 DCM (10mL) A7k
(10mL) B o K A3 HLAH HIZK AR K (% 10mL) Pedik , BT Na,SO, T4, I I o 4 o 38 i fek JEd
O R Al BT AP, KAk S P FI5 %6 2215 % LR £ T/ OO bE e B Ik i ik 46 , 79 31 B AR (4
AR ) A 44165 (300 mg,30%) o 'H NMR (400MHz,CDC1,) 86.59 (d, J=5.8Hz, 1H) ,5.30
(t,J= 5.5Hz,1H) ,4.26 (dd,J=11.9,5.1Hz,2H) ,4.18 (dd,J=11.6,5.9Hz,2H) ,2.40 -
2.33(m,8H) ,1.83(d,J=5.91z,3H) ,1.67 (m, 12H) ,1.32(s,52H) ,0.92 (t,J= 6.6Hz,6H) .
[0976]  MAST-C5B8Me - FALA -2-TG (1 [F] fA166) -

()]
cl__o 0 L
o YWY e
0977
(o] (@] o

PN

07 "CyqsH3q
(09781 i F & A& v 18] 44 165 BT 3k 1 757356 » H1 v ) 4k 4 4 46 A & 0 vh 1) 44166 'H NMR
(400MHz,CDC1,) 66.59 (d, J=5.8Hz,1H) ,5.46-5.22 (m, 11) ,4.35 (dd,J=12.0,4.2Hz,
2H) ,4.18(dd,J=11.9,6.0Hz,2H) ,2.56-2.41 (mn,3H) , 2.40-2.27 (m,6H) ,1.83(d,J=
5.8Hz,3H) ,1.64 (m,4H) ,1.31(d,J=9.6Hz, 48H),1.09(dd,J=6.6,2.6Hz,3H),0.92(t,]
=6.7Hz,6H) .
[0979]  CMSI-C5BMe-2-TG (rfi[a]{4228) -
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b i) 4k 4 OY\H/
)K/J\)L L \H/\H/
@ /L EtSH, TEA j\ /j\
Cl)ko il e e -

cl THF K,CO5, DMF

¥ 1] 4k 226
YL
O O O
A AN oy
@]

¥ a4k 227: R = -SEt

[0980]

S0,Cl»
¥ ] 4k 228: X = CI DCM
[0981]  J7%38. H[EA 22811 & ko
[0982]  [n] Z#il¥ (1.0g,16mmol) F-THF (10mL) H ) VAR H S INTEA (3.25g, 32.3mmol) , I
BRI EVAESE THRE30nin A G M (1 - h-1-2) SHF A (1.74nl,
16.1mmol) , F3F H ¥ BT 19 ) MR & P 7R SR R B HE 240 IR 46 [ MR G - ¥ 7k R W iE i
Combiflash4lifk,, 5% LR LR/ Tkt BEML ™40 , 15 21 SR 1 WeIR 4 0 Hh 1] 44 226 (2. 4g,
88%) »'H NMR (400MHz,CDC1,) 66.64 (tt,]=8.6,4.3Hz,1H),2.96 (q,J=4.3,3.7Hz,2H) ,
1.62(d,J=3.2Hz, 3H),1.38(t,J=7.4Hz,3H) .
[0983] i) 1 [A] #5226 (1.0g,5.95mmo1) FDMF (10mL) 5 [ ¥ 3 = ¥ Ik, CO, (4. 1g,
29.8mmol) , H¥t S NV A WAE F iR N P FE30min. SR FF S N a4 4 (2.4¢g,3. 6mmol) iR
B IR MR A I7E100°C F P 2h B S TR &4 FHZK (50mL) #BE 3 F 2,182 2. T (3 X 50mL)
R A H M ANZ LRI T 15, 2R 5T 78 K ik R )il i Combi £ lashalifhik 4l
1k, F15% LR 216/ Cbe e B Ak &4 , 15 2 SR ME R ) h 1] 4227 (0.8, 73%) o 'H NMR
(400MHz ,CDC1,) 887.01 (q,J=10.8,5.6Hz,1H) ,5.31 (m, 1H) ,4.36 (dd,J= 11.9,4.3Hz,
2H) ,4.17(dd,J=11.9,6.0Hz,2H) ,2.95-2.87 (m,2H) ,2.56-2.41 (m,4H) ,2.34(q,J=
11.1,9.4Hz,6H) ,1.69-1.60 (m,4H) ,1.55(d,J=5.4Hz, 3H),1.33 (m,50H) ,1.07(d,J=
6.0Hz,3H) ,0.92 (t,J=6.6Hz,6H) .
[0984]  7EO°C R, 7EN, AT, 1] 1 [8] 44227 (0. 5008, 0. 603mmo1) FDCM  (10mL) H ) ¥
HEInS0,C1, (0.203g,1.507Tmmo1) , H-Ke S N A& I AE S I N 1 3h o JoUE 28 K R MR &
Y, 38R a k228, RS — et HiEH T 5.
[0985]  C10a’aMe-f&-2-TG (1 [a]{£&150) :
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8]
PhaPsy A g
PCC,DCM
HO A~ B L - g SR ——
OH (0] EE
100°C, 3h

NaOH, THF EtOH

0] Pd/C EtOAc
PN S o~ _Ha(@. 18h Hp0, %8 , 16h
0986 W/LNV\([O
[0986] I

(o]

¥ ] 4k 2 (1,3-DG)

NN oyxr e

OH

I M {
)_Cszm

¥ fi] 4 150

[0987] 775239, Hr{Al A 150/ & o

[0988]  ffi i L3R T7idk, a7 SR39PT/R B i - 1, 6- Wil % v (6] A C10a” aMe-TR -2-TG
(1] 44150) o 'H NMR (400MHz ,CDC1,) 85.35-5.24 (m, 1H) ,4.31 (dd, J=11.8,4.0Hz,2H) ,
4.17(dd,J=11.9,6.0Hz,2H) ,2.47 (p,J=7.2Hz,2H) ,2.33 (t,]=7.7Hz,6H) ,1.69-1.60
(m,6H) ,1.44-1.39 (m,4H) ,1.27 (s,52H) ,1.18 (dd,J=14.8,7.0Hz,6H) ,0.89 (t,]J=
6.4Hz,6H) ;'°C NMR (101MHz,CDC1,) 8 182.44 (1C) ,175.90 (1C) ,173.36 (20) ,68.72 (1C) ,
62.16 (20) ,39.54 (10) ,39.27 (1C),34.08(20) ,33.61 (10) ,33.51 (1C) ,31.97 (3C) ,29.74-
28.98(220) ,27.12 (1) ,24.89(2C) ,22.73(20) ,17.07 (1C) ,16.89 (1C) ,14.17 (20) ;MS
(ESI,+ve) m/z:798.6 (M+18) »

[0989]  ClOaaMe- & -2-TG (Al 44151) -

FRE CBry, PPh;, CHCI,
HO s~y NaH DMF,E 8 5h 60°C.3h
CH DW\/\/\O”

o 9] 4k 2 (1,3-DG)
OH EDC.HC|, DMAP
@\/ Cl _DCMZ %, 48h
O, Bu i, DIPA, THF W\/\/7<U\

-78C £F iR, 2h

o) C15H3

[0990] P, H, (0 o y_c 1sHa1
@\/ \/\/\/\/7<u\ L C15H31 —‘FtOAC' i L \/\/\/\/z)‘\ {
/}—C-sHm
Q
0. L,5H31 OYC15H31
PCC DCM KMnQ,, 7 &,
f’ &=, 2h \/\/\/\/Xk \ CisHaq _JF;:—";LE_E_h M L,O CysHas
o ] 4k 151

[0991] 5240 . P EAR151 )&
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[0992]  fi B3R 7 din /7 RAOF s B 2 e - 1, 8- il 4% [A] /& C10aaMe - FR - 2-TG (+
@ #4151) o 'H NMR (400MHz,CDC1,) 85.28 (m, 1H) ,4.34 (dd,J= 11.8,4.2Hz,2H) ,4.18(dd, ]
=11.8,6.1Hz,2H) ,2.36 (dt,J=17.1,7.5Hz,4H) , 1.65-1.51 (m,8H) ,1.29(s,58H) ,1.19
(s,6H),0.91 (t,J=6.5Hz,6H) ;°C NMR (101MHz,CDC1,) 8179.57 (1C) ,177.49 (1) ,173.33
(20) ,68.94 (10) ,62.16 (10) ,42.40 (1C) ,40.63 (10) ,34.24 (2C) ,31.96 (20) ,30.06-29.15
(26C) ,25.07 (10),24.89(20) ,24.81 (1C) ,24.65(10) ,22.73(20) ,14.16 (20) :MS (EST, -
ve) m/z:780.08 (M-1) ;MS (EST,+ve)m/z:799.16 (M+18) »

[0993]  Cl2aaMe-[g-2-TG (Fp[AI{A167) -

[0994] i FH 77 R40H Fros IR 7, A8 FH2S -1, 10- ZREARE e - 1, 8- ke i) 4% v ]
f&C12aaMe- g -2-TG (F1AI{AK167) o

0
\Hﬂ\o OW
[0995] Q j’ OoH
oo™
14

¥+ @] 4k 167
[0996]  'H NMR (400MHz,CDC1,) 85.30 (m, 1H) ,4.33 (dd,J=11.8,4.3Hz,2H) , 4.18(dd,J=
11.9,6.1Hz,2H) ,2.36 (dt,J=18.5,7.5Hz,6H) ,1.73-1.58 (m,8H) , 1.53(dd,J=9.8,
5.6Hz,2H) ,1.29 (s,58H) ,1.19 (s,6H) ,0.92 (t,J=6.6Hz,6H) ; '°C NMR (101MHz,CDC1,) 8
179.79(1C) ,177.07 (1C) ,173.31 (20) ,68.76 (1C) , 62.15(2C) ,42.39 (1C) ,40.54 (10) ,
34.06(2C) ,34.02(1C) ,31.94(3C) ,30.17(1C) , 29.72-29.06 (24C) ,25.05 (2C) ,24.86
(20) ,24.67 (1C) ,22.71(2C) ,14.15(2C) » HPLC (ELSD) :15.32min, 100 % 4fi J& .MS (ESI, -ve)
m/7:807.04 M-1) MS (EST,+ve)m/z:826.6 (M+18) »
[0997]  CllaMe-f&-2-TG ([ {4152) -
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Fihg

0 °cN;H'%E:N’:F 2h P
BB s, s s o SO 2 ST R Ao EB2h

NaOH ("’~ k)

Ph3pj)kocz
@\ro \/\/W\)Y el t B2
N N N

‘*’a .80°%, 3h

C15H 31
o o iA] 4k 2 (1.3-DG)
EDC HCI, DMAP L
[0998] gow _DCM. Eif , 6h @/\ f\/\/\/\/\|)L ‘—-15"'31
o) C‘|5H31
Hz (g), Pd/IC PCC, DCM
EtOAl::tm 12h M CsHisy TR, 2h
C15H3. C15H31
KN'In04 TI] ’\] L
N\/\/\/YL /[/ C15H31 %, i Jk,/‘\/\/\./\w/l‘L C15H31
W i) 4k 152

[0999] 541, A aMAR 152 & i .
[1000]  ffiHH RiR 7532, a7 S41n B e -1,9- ZEEfl & R [AlRCl laMe - R - 2-TG (1
@ 44152) . 'H NMR (400MHz,CDC1,) 85.32 (m, 1H) ,4.33 (dd,J= 11.8,3.7Hz,2H) ,4.19(dd,J
=11.9,6.0Hz,2H) ,2.48 (h,]=6.9Hz,1H) ,2.37 (dt,J=15.5,7.5Hz,6H) ,1.71-1.58 (m,
8M) ,1.29 (m,58H) ,1.18(d,J=6.9Hz, 3H),0.91 (t,J=6.5Hz,6H) ;'°C NMR (101MHz,CDC1,)
§179.64 (1C) , 175.92(1C),173.34(2C) ,68.73 (1C) ,62.18(2C) ,39.54 (1C) ,34.08 (20) ,
34.01(1C), 33.63(1C),31.96(2C),29.73-29.07 (23C) ,27.14(1C) ,24.88(2C) ,24.68
(10), 22.73(3C),17.05(1C) ,14.16 (2C) ;MS (ESI, -ve)m/z:779.0 M-1) ;MS (ESI,+ve) m/
2:798.0 (M+18) .
[1001]  Cl2aMe-F&-TG (F1[a]{A156) -
[1002] {5 FH5 FH T~ B 44 15289 F7 V5 A 7732 , il 4% Hh 1A 44156

O C15"'31

L C15H31
[1003]

C12aMe-#-TG

¥ 8] 4k 156
[1004] 'H NMR(4OOMHZ,CDC13) 65.34-5.29(m,1H) ,4.34(dd,J=11.8,3.8Hz, 2H) ,4.19
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(dd,J=11.8,6.0Hz,2H) ,2.50-2.45 (m,1H) ,2.40-2.32 (m,6H) ,1.69 -1.64 (m,8H) ,1.29
(s,60H) ,1.18(d,J=6.9Hz,3H) ,0.92 (t,J=6.7Hz,6H) ;'°C NMR (101MHz,CDC1,) 6179.38
(10) ,175.93 (1C) ,173.33(20) ,68.69 (1C) , 62.17(2C) ,39.53 (1C) ,34.06 (2C) ,33.94
(1C),33.63(1C) ,31.94(20) ,29.71- 29.05(23C) ,27.15(1C) ,24.86 (2C) ,24.67 (1C) ,
22.71(30),17.03 (10) ,14.14 (3C) » HPLC (ELSD) :10.78min, 100 % 4fiJ% MASS (EST, -ve) m/
2:794.0 M-1)

[1005]  ClOaMe-f%-2-TG (+h [A]{£157) ACL0aMe-FR-2-TG (A4 118) -

BnBr.NaH, DMF PCC,DCM
0°CE %% 16h @\/ £i23h
HO~ A~~~y ———————— O NNy —mm——

(]

PhsP.
3 ﬁ)LOCHa
LIOH, THF MeQOH,
O\, PR DiARIN @\/ _ R EE M
OWO V\M

@]

>—C15H3|

1o}
HO{

@\/ i e >_C1 - @\/ i >_015H31
o
[1006] \MOH " EDC.HCILOMAP DMAP \/\/\/\/\H\ {
DCM, 5 i% , 6h O},c H
157131
o

H2,Pd/C 0 P—Custs; PCC.DCM
EIOAC, £ &, 24 h uo\/\,\,\,\])LO{O Fik.2h
o]
}‘CmHm
¥ A 4 157 C10aMe- & -TG o
o] >_C‘5H3’ KMnO,, 7/ o D—Creb
(\/\/\/\T)k _<: HK.Ei2, 3h HOY\/\/\'/\l)L _CO
& (o)
(0] o
C15H31 )'_CISH.'H
o] ¥ jd] 4k 118 C10aMe- & -TG o

[1007] 5 %42, FR (AR 157 A [a] 441 181 & B

[1008]  ffi F_FaRJ7 3%, W7 RA2F /R F Kt - 1, 8- il & HH [ /R C10aMe - i - 2-TG (H
[ 44 157) FC10aMe -2 -2-TG (WP [AIfA118) .

[10091  Cl0aMe- i -2-TG (F1[A]44157) "H NMR (400MHz,CDC13) 85.30 (t,J=

[1010]  4.4Hz,1H) ,4.31(dt,J=11.9,4.0Hz,2H) ,4.17(dd,J=11.9,6.1Hz,2H) ,3.66
(q,J=6.2Hz,2H) ,2.47 (p,J=6.9Hz,1H) ,2.33(t,J=7.6Hz,4H) ,1.61 (d,J= 14.4Hz,
8H) ,1.30(s,59H) ,1.16(d,J=7.0Hz,3H) ,0.90 (t,]J=6.7Hz,6H) ; "°C NMR (101MHz,CDC13) &
175.9(1C) ,173.3(20) ,68.7 (1C) ,62.0(1C) ,62.1(20), 39.5(1C),34.1(20),33.6 (1C) ,
32.8(1C),31.9(3C),29.7-29.1(20) ,27.1(1C) ,25.7 (1C),24.9(2C),22.7(3C) ,17.0
(1C) ,14.1(3C) ;MS (ESI,+ve)m/z:753.9 (M+1) , 771.0 (+18) .

[1011]  ClOaMe- 2 -2-TG (Hh [El#A118) 'H NMR (400MHz,CDCL,) 85.31 (s, 1H) , 4.33(dd,J=
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8.4,4.4Hz,2H) ,4.19(dd,J=11.8,5.9Hz,2H) ,2.47 (m,1H) ,2.37 (dt,J=15.6,7.4Hz,
6H) ,1.65(s,7H) ,1.31(d,J=13.3Hz,58H) ,1.18(d,J=6.9 Hz,3H) ,0.92(t,J=6.6Hz,
6H) :'°C NMR (101MHZ,CDC13) §179.73(1C), 175.87(1C) ,173.31(2C) ,68.70(1C) ,62.13
(1C) ,39.50(1C) ,34.04(3C), 33.57(1C),31.93(4C) ,29.71-29.01(18C) ,27.07 (1C) ,
24.85(3C) ,24.62(1C), 22.70(4C) ,17.03(1C) ,14.14 (3C) -MASS (ESI,-ve)m/z:766.0 (M-
1) . (EST, +ve)m/z:785.0 (M+18) »

[1012]  C5 (BRPRIER) - R ALY -2-TG (FH[A]1£85) -

X A i
_<:O CTEHB‘ 3 \n/ { C|5H31 DJI\C15H31
B Clygy© CisHay O_<:
[1013] O _CisHgy -PrNEL, DMAP T3 \n’ 015,_,31 N B S
b CH,Cl, N o o
(o} o o)
‘P ] 4 85 (~1:1, T E 54 &)

& i) 4k 2

[1014]  J5 243, rh[AI{AS5 M) & H
[1015]  {EO°C T, K5 FFIR3- S g (20.3uL,0.169mmol) FIN,N- — 7, % F: A iz (DIPEA,
54.2uL,0.316mmol) ¥ INE|E 1, 3-H i —Eah [A]442 (60.0mg, 0.105mmol) FIDMAP (2.6mg,
0.0211mmol) fJCH,CL, (3mL) ", FF FURF IR & W07 S0 T #HF 18/NI o 45 e B4 HICH,LCT,
(30mL) #%E , 3 HA% A LA /K FINaHCO, K IR AN 3 7K (#5-25mL) ek, 48 (MgSO0,) FH:-k
FEIRYR , B BRI (4% 225.5% LR .18/ O br) 1531 52 6 6 [H 4R (1 B IR 5
7 1 v 1) A 8 5 70 X o S Mg AR VR &) CR 491 1EE %,49 . 8mg, 69%) . 'H NMR (400MHz,
CDC1,) 85.28 (m, 1H) ,4.38-4.13 (m,6H) ,3.63 (t, J=6.3Hz,2H) ,2.35-2.29 (m,4H) ,2.18-
2.10 (m,2H) ,1.66-1.56 (m,4H), 1.36-1.19 (m,48H) ,0.88(t,J=6.9Hz,6H) .7%:'H NMRI%
TS E S H AR IR e H (R R85 I FE i SRAF 1)

[1016]  DMPHB-C12a’ BMe-JR4LH)-2-TG ([ 44135) -

169



N 115348864 A W OB P 163/267 T

RO J a4k 131: R=H :| TBSCI, sk e
OH F M4 132: R=TBS CHCl, 17%

o)
0 o )L
EDC, DMAP CisHa1
CH,Cl,, 83% | HO 6 O
YC15H31
o)

{ b ) 4k -27
[1017] o
X 0 0 P
O "CysH3q
KA
O\H/C15H31
0

¥ 7] 4 133: X = OTBS 10-CSA.
CH,Cl,/MeOH, 95%
¥ ] 4k 134: X = OH

:| CBry, PPh;

# Ja] 4k 135: X = Br CH.Clp, 64%

[1018] 52244 . i alfk 135 E ik »

[1019]  ZE0°C R, WA ALEN (378mg,9.99mmol) 434- 5 TR InE4- 3L -3,5- —HIJERH
fi% (500mg, 3.33mmo1) T~ HIEE (8mL) H VA H , I HAG PSR & 720 C R HiiH454) B . 3@
REARIIIM HCT (10- 15mL) ¥ [ MR ARk ZpH 2, 7 HId s R BR A LA & KRR
FICH,C1, (2 X 20mL) Z£HY, I BR-& FF A LA I T#4 MgSO0,) ik e 4 , 19 2IFH — B
m%wl@mm%Aigﬁ—m%%w%?T IR,

[1020] £FO°C N, mkm: (161mg,2.37mmol) FUEL T 3 (&) — F 3EaE ke (TBSC1, 297mg,
1.97mmo1) ¥ N3 (A& 131 (300mg _H IR 51) T-CH,C1, (8mL) I , F 4R S 4
i N FE4A5 7 B K SO I CH,CL, (40mL) ﬁ%ﬂ,ﬁﬁmin Bk (%40mL) ¥k, T 15
(MgS0,) Fk ik 45 , 75 2R =4 o R Rk i 8 187k (12.5% 217.5% LR L Fg/ A o) 4k,
135 BRI TBSHEF A #4132 (90.5mg, 17%) o 'H NMR (401MHz,CDC1,) 66.93 (s,
2H) , 4.60(s,2H) ,2.24 (s,6H) ,0.93 (s,9H) ,0.09 (s,6H) »

[1021]  ¥44- (= FF & 5L) ML nE (DMAP, 11.5mg,0.0938mmol) FIEDC * HC1 (36.0 mg,
0.188mmol) ¥ N3 (A 4£27 (79.7mg,0.0985mmol) FIZKEy [ 44132 (25.0mg,
0.0938mmol) F-CH,C1, (4mL) H IR+ , FE K IR G MAE =R TR =R K I B H
CH,C1, (10@)%%#@%&%4@@ VDI IR AR o I R (1 8% B 10% LR L Ts/
akm) QEEQ,H@JE%%/EB«U(%E’JEPIEWZISIBS (82.8mg,83%) o 'H NMR (401MHz,CDC1,) 87.00
(s,2H) ,5.28 (m, 1H) ,4.65(s,2H) ,4.29(dd,J=11.9,3.9Hz,2H) ,4.14(dd,J=11.8,
5.9Hz,2H) , 2.72 (m,1H) ,2.33(dd,J=14.6,6.0Hz,1H) ,2.30 (t,J=7.5Hz,4H) ,2.13 (s,
6H) , 2.12(dd,J=14.6,8.4Hz,1H) ,1.97-1.81 (m,2H) ,1.66-1.48 (m,5H) ,1.34(d, J=
7.0Hz,3H) ,1.46-1.13 (m,60H) ,0.94 (s,9H) ,0.93(d,J=6.9Hz,3H) ,0.88 (t,J=6.9Hz,
6H) ,0.09 (s,6H) ;'°C NMR (101MHz,CDC1,) 8174.6 (C) ,173.4 (2C;0) ,172.4(C) ,147.1(C) ,
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138.7(C) ,129.9 (2C;C) ,126.4 (2C;CH) ,68.9 (CH) , 64.7 (CH,) ,62.3 (2C;CH,) ,41.8 (CH,) ,
39.9(CH) ,36.8(CH,) ,34.2(2C;CH,) , 33.8(CH,) ,32.1(2C;CH,) ,30.5 (CH) ,29.87 (CH,) ,
29.82(6C:CH,) ,29.79 (4C; CH,) ,29.75 (2C;CH,) ,29.67 (CH,) ,29.65 (CH,) ,29.60 (2C;CH,) ,
29.5(2C;CH,) , 29.4(2C;CH,) ,29.2(2C;CH,) ,27.5(CH,) ,27.0(CH,) ,26.1 (3C;CH,) ,25.0
(2C; CH,) ,22.8(2C;CH,) ,19.7 (CH, ,17.6(CH,) ,16.6 (2C;CH,) ,14.2(2C:CH,) ,- 5.1 (2C;
CH,) -

[1022]  RF10- K2 A4ER (3.6mg, 15. lumol) #S N2 th[a] #4133 (80.0mg,75.6 umol) i
CH,C1, (1mL) FAMeOH (1mL) H, H-Kr iR S W0 1E S I T HEFE— /N oK S N4 HICH,CL, (30mL) 7
B, I RINGHCO, /KR ER /K (#5:25mL) - Pid, T4 MgS0,) FHsUE 4 , 13 FIAL 47 - il
feE e i 7 (2096 1R 4. B/ 2 Je) 24K, 15 2 500 E i IR O B[R] 4 134 (67 . Tmg , 95%)
-'H NMR (401MHz,CDC1,) 87.05 (s, 2H) ,5.27 (m, 1H) ,4.58 (s,2H) ,4.28 (dd,J=11.9,
4.3Hz,2H) ,4.13(dd,J=11.9,6.0Hz,2H) ,2.73 (m,1H) ,2.32(dd,J=14.6,6.0 Hz,1H) ,
2.30(t,J=7.5Hz,4H) ,2.13(s,6H) ,2.11(dd,J=14.7,8.2Hz,1H) , 1.98-1.80 (m,2H) ,
1.64-1.49 (m,5H) ,1.34(d,J=7.0Hz,3H) ,1.46-1.17 (m, 60H),0.93(d,]=6.6Hz,3H),
0.87 (t,J=6.8Hz,6H) ; °C NMR (101MHz, CDC1,)8174.6(C),173.4(2C5C) ,172.4(C) ,147.7
(C),138.4(C),130.4(2C;C), 127.4(2C;CH) ,68.9 (CH) ,65.0 (CH,) ,62.3 (2C;CH,) ,41.8
(CH,) ,39.9(CH) , 36.8(CH,) ,34.2(2C;CH,) ,33.8(CH,) ,32.0(2C;CH,) ,30.5 (CH) ,29.83
(CH,) , 29.81(6C;CH,) ,29.77 (4C:CH,) ,29.74 (2C:CH,) ,29.63 (CH,) ,29.62 (CH,) , 29.59
(2C;CH,) ,29.5 (2C;CH,) ,29.4 (2C;CH,) ,29.2 (2C;CH,) ,27.5 (CH,) ,27.0 (CH,) ,25.0(2C;
CH,) ,22.8(2C;CH,) ,19.7 (CH,) ,17.5 (CH,) ,16.6 (2C;CH,) , 14.2 (2C;CH,) .

[1023]  7E0°C I, K¢ PUIRALR (CBr,,28.6mg,86. 4umol) Al =K (PPh,,27.2 mg,104n
mo 1) ¥ I & B H] 44134 (32..6mg, 34 . 6umo1) fICH,C1, (2mL) o, 344 S N4 7E = il R 4t
PEL. 5/ o 4 S S A FHCHLCL, (SmL) B , 8 IEEE B » LIS 25 B ¥ 511 o 38 0 ek e € 1 K
(5% %6 % LR LT/ S b 44k, 19 5 2 E RV I ALY 144135 (22 2mg , 64%) o 'H
NMR (401MHz, CDC1,) 87.09 (s,2H) ,5.27 (m,1H) ,4.42(s,2H) ,4.29 (dd,J=11.9,3.8Hz,
2H), 4.14(dd,J=11.9,6.0Hz,2H) ,2.73 (m,1H) ,2.33(dd,J=14.8,5.8Hz,1H) ,2.30 (t,]
=7.5Hz,4H) ,2.123 (s,6H) ,2.118 (dd,J=14.6,8.4Hz,1H) ,1.97-1.80 (m, 2H),1.65-1.48
(m,5H) ,1.34(d,J=7.0Hz,3H) ,1.46-1.14 (m,60H) ,0.93 (d, J=6.6Hz,3H),0.88(t,]J=
6.9Hz ,6H) : °C NMR (101MHz,CDC1,) §174.4 (C) , 173.4(2C:0),172.5(C) ,148.4(C) ,135.1
(©),130.9(2C;0) ,129.5 (2C;CH) , 69.0 (CH) ,62.3 (2C;CH,) ,41.8(CH,) ,39.9 (CH) ,36.8
(CH,) ,34.2(2C;CH,) , 33.8(CH,) ,33.3(CH,) ,32.1(2C;CH,) ,30.5 (CH) ,29.88(CH,) ,29.84
(6C:CH,) , 29.80(4C;CH,) ,29.77 (2C;CH,) ,29.67 (CH,) ,29.66 (CH,) ,29.62 (2C;CH,) , 29.5
(2C;CH,) ,29.4 (2C;CH,) ,29.3(2C:CH,) ,27.5(CH,) ,27.1(CH,) ,25.0 (2C; CH,) ,22.8(2C;
CH,) ,19.7 (CH,) ,17.6 (CH,) ,16.6 (2C;CH,) ,14.3 (2C;CH,)

[1024]  PHB-C12a’ BMe - ¥R AL)-2-TG (H[A] #4:140) -

[1025]  fi FSRABLA VA, IR 140 4 - CCORUT 56 = F R R 0) S8008) F )
(—FhE R A&, o] DU B nSmi th, J . H. % AAngew.Chem. Int. Ed.2011,50,
5075-5080 Frid fill %) ] % -
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X O O

@)
A Ao
[1026] O

¥ i 4k 138: X = OTBS

+ 14k 139: X = OH

¥ B4k 140: X = Br
[1027] ¥ 4- (= W & 3E) ik g (DMAP,7.7mg,0.0629mmol) FIEDC * HC1 (24.1 mg,
0.126mmol) N b [A] 4427 (56 .0mg,0.0692mmo1) F14- ( ( (KT ik — F 3k F i e 3k ) 460 3E)
HJE) 2K (15.0mg, 0.0629mmol) F-CH,CL, (1.5mL) HRIE T , IR A/ = iR R HidE19
/NI o K S N FHCH,C L, (BmL) #% , TS INAE IR I VR 0 e R 4 o o ek R (350 (7.5 %
F10% LR M/ Ck) aifh, 55 2 T R 4138 (31.0mg,48%) . 'H NMR
(401MHz, CDC1,)87.34-7.29 (m,2H) ,7.04-6.99 (m,2H) ,5.28 (m, 1H) ,4.72 (s,2H) ,4.29
(dd,J=11.9,3.9Hz,2H) ,4.14(dd,J=11.9,5.8Hz,2H) ,2.66 (m, 1H) ,2.33(dd, J=14.7,
8.3Hz,1H) ,2.30 (t,J=7.5Hz,4H) ,2.12(dd,J=14.7,8.3Hz,1H) ,1.94 (m,1H) ,1.80 (m,
1H) ,1.66-1.48 (m,6H) ,1.45-1.15 (m,59H) ,1.28(d,J=6.9 Hz,3H) ,0.94 (s,9H) ,0.88(d,J
=6.6MHz,3H) ,0.88 (t,J=6.8Hz,6H) ,0.09 (s, 6H);'°C NMR (101MHz,CDC1,) 6175.5(C) ,
173.4(2C;C) ,172.5(C) ,149.8 (C) ,139.0(C) ,127.1(2C;CH) ,121.4 (2C;CH) ,69.0 (CH) ,
64.6 (CH,) ,62.3(2C; CH,) ,41.8(CH,) ,39.8(CH),36.8(CH,) ,34.2(2C;CH,) ,33.9(CH,) ,
32.1(2C; CHy ,30.5(CH),29.89 (CH,) ,29.84 (6C;CH,) ,29.80 (4C;CH,) ,29.77 (2C;CH,) ,
29.69 (CH,) ,29.67 (CH,) ,29.62 (2C;CH,) ,29.5 (2C;CH,) ,29.4 (2C;CH,) ,29.3 (2C;CH,) ,
27.4(CH,) ,27.1(CH,) ,26.1 (3C;CH,) ,25.0(2C;CH,) ,22.8(2C:CH,) , 19.7(CH,) ,17.2
(CH,) ,14.3 (2C;CH,) ,-5.1 (2C5CH,) sESI-HRMS: C,,H,,,Na0,Si [M+Na'] 115 {5 #1051.7968;
SENE 91051.7962.
[1028]  #410- A& Mif# R (1.4mg,6.00cmol) s N E & TBSEEH [A] #4138 (31.0mg, 30.1cc
mol) f¥JCH,C1, (0.6mL) AMeOH (0. 6mL) Hr, FF VR S W) 7E = I N ke — /N o 4 S N 4 H
CH,C1, (20mL) ke , - AINaHCO, K B AT 87K (#%-20mL) Bk, T4 (MgS0,) I8 4 ,
FEE =l I Rtk (15 % 2225 % LR L Tig/ L J5e) lifk , 19 21 5270 o iR P i g
[ 4139 (22.0mg, 80%) .'H NMR (401MHz,CDC1,) 87.41-7.34 (m,2H) ,7.08-7.03 (m,2H) ,
5.27 (m,1H) ,4.68 (s,2H) ,4.283/4.281 (%dd,J=11.8,4.3Hz,2H) ,4.14(dd,] =11.8,
6.0Hz,2H) ,2.67 (m,1H) ,2.32(dd,J=14.7,5.8Hz,1H) ,2.30 (t,J=7.6 Hz,1H) ,2.11(dd,]J
=14.7,8.3Hz,1H) ,1.93 (m,1H) ,1.80 (m,1H) ,1.70 (br s, 1H),1.65-1.49 (m,5H) ,1.45-
1.16 (m,63H) ,0.93(d,J=6.6Hz,3H) ,0.88 (t,] =6.9Hz,6H) ;'°C NMR (101MHz,CDCL,) 8
175.5(C) ,173.5(2C;C) ,172.5(C) , 150.4(C),138.5(C) ,128.2(2C;CH) ,121.8(2C;CH) ,
69.0 (CH) ,64.9 (CH) ,62.3 (2C;CH,) ,41.8(CH,) ,39.8(CH) ,36.8 (CH,) ,34.2 (2C;CH,) ,33.9
(CH,) ,32.1 (2C;CH,) ,30.5(CH) ,29.84 (7C;CH,) ,29.80 (4C;CH,) ,29.77 (2C;CH,) ,29.6
(4C;CH,) ,29.5 (2C;CH,) ,29.4 (2C;CH,) ,29.3 (2C;CH,) ,27.4 (CH) ,27.0(CH) , 25.0 (2C;
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CH,) ,22.8(2C;CH,) ,19.7 (CH,) ,17.2 (CH,) ,14.3 (2C:CH,) :ESI- HRMS:C HNaO, [M+Na'] ]
THRAE 937 . 7103 SN E 937 7136,

[1029]  7E0°CF, ¥4 PU s 4kt (CBr,,15.0mg,58. Tumol) 1 =ZHEB (PPh,, 18.5 mg,70.5u
mo 1) 7R N E & BE h E] 4139 (21. 5mg, 23 . 5umo 1) AICH,CL, (1.5mL)  #, JF¥g ) S A/ = i
PEFE— /NI K s M) FHCH,CL, (BmL) BB, TR TR, S LVl s 2Bk T 51 o 388 T ek Jig € TG
(2% %6 % LR LT/ S b Ak, 79 5 26 E bR Y i ALY )44 140 (20 . 1mg , 87%) o 'H
NMR (401MHz, CDC1,)67.42-7.37 (n,2H) ,7.06-7.02 (m,2H) ,5.27 (n, 1H) ,4.49 (s, 2H) ,
4.288/4.287 (#%dd,J=11.8,4.2Hz,2H) ,4.14(dd,J=11.9,6.0Hz,2H) ,2.67 (m, 1H),2.33
(dd,J=14.7,5.8Hz,1H) ,2.30 (t,J=7.5Hz,4H) ,2.12(dd,J=14.7, 8.3Hz,1H),1.93 (m,
1H) ,1.79 (m, 1H) ,1.66-1.50 (m,5H) ,1.45-1.14 (m,63H) , 0.93(d,J=6.6Hz,3H) ,0.88(t,]
=6.9Hz,6H) ;'°C NMR (101MHz,CDC1,) 8 175.3(C) ,173.4 (2C50) ,172.5(C) ,150.9(C) ,
135.3(C) ,130.3(2C;CH) ,122.1 (2C;CH) ,69.0 (CH) ,62.3 (2C;CH,) ,41.8 (CH,) ,39.8 (CH) ,
36.8(CH,) ,34.2(2C; CH,),33.9(CH,) ,32.9(CH,) ,32.1(2C;CH,) ,30.5 (CH) ,29.87 (CH,) ,
29.84(6C; CH,) ,29.81 (4C;CH,) ,29.77 (2C;CH,) ,29.66 (CH,) ,29.65 (CH,) ,29.62 (2C;
CH,) ,29.5(2C;CH,) ,29.4 (2C;CH,) ,29.3 (2C;CH,) ,27.4 (CH,) ,27.1 (CH,) , 25.0(2C;CH,) ,
22.8(2C;CH,) ,19.7 (CH,) ,17.1(CH,) ,14.3 (2C;CH,)

[1030]  PHB-OH-C10-2-TG (/A {4272)

[1031] {15 5 e TR A L SOFTIR SRAL R J5 3, B4 - (CORUT R S A Rl bE ) 460%)
F ) 2y A e ) (A9 il 45 AL B P TR 4272

O~ AL
[1032] W 0
0 g v/

a4k 272
[1033]1  'H NMR (400MHz,CDC1,) 87.41-7.32 (m,2H) ,7.10-7.01 (m,2H) ,5.25 (n,1H) ,4.67
(s,2H) ,4.28(dd,J=11.9,4.3Hz,2H) ,4.14(dd,J=11.9,5.9Hz, 2H) ,2.54 (t,J=7.5Hz,
2H) ,2.31 (t,J=7.5Hz,2H) ,2.30 (t,J=7.5Hz,4H) ,1.89 (br s,1H),1.78-1.70 (m,2H) ,
1.65-1.55 (m,6H) ,1.46-1.20 (m,56H) ,0.87 (t, J=6.9Hz,6H) ;'°C NMR (101MHz,CDC1,) 6
173.5(2C;C) ,173.0(C) ,172.4 (C) ,150.2(C) ,138.6(C) ,128.2(2C;CH) ,121.8(2C;CH) ,
69.0 (CH) ,64.8 (CH,) , 62.2(2C;CH,) ,34.5(CH,) ,34.3 (CH,) ,34.2(2C;CH,) ,32.1 (2C;CH,) ,
29.82 (6C;CH,) ,29.78 (4C;CH,) ,29.75(2C;CH,) ,29.6 (2C;CH,) ,29.5 (2C;CH,) , 29.4 (2C;
CH,) ,29.23 (2C;CH,) ,29.19 (2C;CH,) ,29.15 (CH,) ,29.10 (CH,) ,25.0 (3C;CH,) ,24.9 (CH) ,
22.8(2C:CH,) ,14.3 (2C;CH,)
[1034]  DMPHB-C10BMe-#4b4-2-TG (FH[AIf4147) -
[1035]  {i 54 s TR 135 FT IR AL 7 4 5 fh H TR 1 32 b [l 301 25 Ak & 4 v (1]
K147 :
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O
X O O
/U\/\H;/]\/u\ OJ\CHHM
N e
O
i
O

[1036] C15H31

¥ 16 4k 145: X = OTBS

1] 4k 146: X = OH

4K 147: X = Br
[1037]  #4- (= W & 3&) ik g (DMAP,6.9mg,0.0563mmol) FIEDC * HC1 (21.6 mg,
0.113mmol) ¥ N 2 WR - TGH A1 4430 (45 . 3mg, 0. 059 1mmo 1) FIZKM) A A #4132 (15. Omg,
0.0563mmol) F-CH,C1, (3mL) H IR , FERHE & PE =R F I =R R OB FHCHLCL,
(10mL) R , T8 Ik 2 445 T U R 4 o BT R I (359 (8% E10% LR 4 R/ 2 4%)
Ak, 13 51 BT R A 6 B A4 145 (46 6mg , 81%) o 'H NMR (401MHz, CDC1,) 87.00 (s,
2l), 5.28(m,1H) ,4.65(s,2H) ,4.29(dd,J=11.8,4.1Hz,2H) ,4.14(dd,J=11.9,6.0 Hz,
2H) ,2.58 (t,J=7.6Hz,2H) ,2.33(dd,J=14.6,6.0Hz,1H) ,2.31 (t,J=7.5 Hz,4H) ,2.13
(s,6H) ,2.12(dd,J=14.7,8.2Hz,1H) ,1.96 (m,1H) ,1.83-1.74 (m,2H) ,1.69-1.54 (m,4H) ,
1.47-1.19 (m,56H) ,0.94 (s,9H) ,0.88(d,J=6.2 Hz,3H) ,0.88 (t,J=6.8Hz,6H) ,0.09 (s,
6H) ; °C NMR (101MHz,CDC1,) 8 173.4(2C:C) ,172.4(C) ,171.7(C) ,147.1(C) ,138.8(C) ,
129.9(2C;C) ,126.4 (2C;CH) ,69.0 (CH) ,64.7 (CH,) ,62.3 (2C;CH,) ,41.8(CH,) ,36.8 (CH,)
34.2 (3C;CH,),32.1(2C;CH,) ,30.5 (CH) ,29.84 (6C;CH,) ,29.80 (4C;CH,) ,29.76 (2C;CH,) ,
29.61 (2C:CH,) ,29.55 (CH,) ,29.50 (2C;CH,) ,29.41 (2C;CH,) ,29.26 (2C:CH,) ,26.9 (CH,) ,
26.1(3C;CH,) ,25.3 (CH,) ,25.0(2C;CH,) ,22.8 (2C;CH,) , 19.7(CH,) ,16.6(2C;CH,) ,14.3
(2C:CH,) ,-5.1(2CsCH,) :ESI-HRMS: C, H, Na0,Si [M+Na ] 1155 10377811 SL{E Ay
1037.7815,
[1038]  CRE10-FEfNA4RR (2. Img,8.9ocmol) Fs IN 2 & TBSHEH (8] 44145 (45. 0mg, 44.30c
mol) (ICH,C1, (ImL) AMMeOH (ImL) H1 , JF 4R & WIAE IR N L HE— /I g S N4 FICHLC,
(30mL) # % , ¥ MINaHCO, /K P AR /K (% 25mL) Bk, T8 (MgS0,) FHiuk i i 4 , 73 2 HH
PR B I R R (20% TR AR/ C k) 2k, 75 21 2 0 6 IR A ) B 1] 4 146
(30.4mg,76%) o'H NMR (401MHz,CDC1,) 87.06 (s,2H) ,5.27 (m, 1H) ,4.60 (s, 2H) ,4.287/
4.285 (%dd,J=11.8,4.2Hz,2l) ,4.14(dd,J=11.9,6.0Hz,2H) ,2.59 (t,]J=7.6Hz, 21,
2.33(dd,J=14.6,6.0Hz,1H) ,2.30 (t,J=7.5Hz,4H) ,2.14(s,6l) ,2.12 (dd,]J=14.7,
8.3Hz,11) ,1.95 (m,1H) ,1.84-1.73 (m,2H) ,1.69 (br s,1H) ,1.65 -1.54 (m,4H) ,1.46-1.18
(m,56H) ,0.94 (d,J=6.6Hz,3H) ,0.87 (t,J=6.8Hz, 6H);'°C NMR(101MHz,CDC1,) 8173.4
(2€;C) ,172.4(C) ,171.6(C) ,147.7 (C),138.4(C),130.4(2C;C) ,127.4(2C;CH) ,69.0
(CH) ,65.1(CH,) ,62.3(2C; CH,) ,41.8(CH,) ,36.7 (CH,) ,34.2(2C;CH,) ,34.1(CH,) ,32.1
(2C;CH,) ,30.4 (CH),29.83(6C;CH,) ,29.79 (4C;CH,) ,29.76 (2C;CH,) ,29.61 (2C;CH,) ,
29.53 (CH,) ,29.50 (2C;CH,) ,29.40 (2C;CH,) ,29.39 (CH,) ,29.25 (2C;CH,) ,26.9 (CH,) ,
25.2(CH,) ,25.0(2C;CH,) ,22.8 (2C;CH,) ,19.7 (CH,) ,16.5 (2C;CH,) , 14.3(2C;CH,) ;ESI-
HRMS : C, Ho NaOy [M+Na ' ] () 15 923 . 6947 ; SEl{E 49236973

557796
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[1039]  7EO°C T, ¥4 PU#ALHR (CBr,,26.7mg,80.40cmol) Al =2 3% (PPh,, 25.3mg,96.5
ocmol) AN I & BE AR 14146 (29. 0mg, 32. 20cmol) [HICH,CL, (1.5mL) H , FEKe s M4 76 = i
TS0 B o R S NI FCH,CT, (5mLL) AR , A IR, LBl s 25 B v 1) o Je o e £ 3%
% (6% 210% LR OHE /Chke) 264k, 13 2 270 G R (K AL W b (] 4K 147 (23 . 6mg
76%) :'H NMR (401MHz,CDC1,) 87.09 (s, 2H) ,5.28 (m, 1H) ,4.42 (s, 21) ,4.29 (dd,J=11.9,
4.3Hz,2H) ,4.14(dd,J=11.9,6.0Hz,2H) ,2.59 (t,J=7.6Hz,2H) ,2.33(dd,]= 14.6,
6.0Hz,1H) ,2.30 (t,J=7.5Hz,4H) ,2.13(dd,J=14.7,8.3Hz,1H) ,2.12(s, 6H),1.94 (m,
1H) ,1.83-1.72 (m,2H) ,1.66-1.55 (m,4H) ,1.47-1.17 (m,56H) , 0.94(d,J=6.6Hz,3H) ,
0.88(t,J=6.9Hz,6H) : °C NMR (101MHz,CDC1,) 8 173.4(2C:C),172.4(C) ,171.4(C) ,148.4
(©),135.2(C) ,130.8(2C;C) ,129.5 (2C;CH) ,69.0(CH) ,62.3 (2C;CH,) ,41.8 (CH,) ,36.7
(CH,) ,34.2(2C;CH,) ,34.1 (CH,) ,33.3(CH,) ,32.1(2C;CH,) ,30.4 (CH) ,29.84 (6C;CH,) ,
29.80 (4C;CH,) , 29.77(2C;CH,) ,29.62 (2C;CH,) ,29.54 (CH,) ,29.51 (2C;CH,) ,29.41 (2C;
CH,) , 29.39(CH,) ,29.27 (2C;CH,) ,26.9 (CH,) ,25.2 (CH,) ,25.0 (2C;CH,) ,22.8(2C; CH,) ,
19.7(CH,) ,16.5(2C;CH,) ,14.3 (2C;CH,) .

[1040]  DMPHB-OH-C15BMe-2-TG- iR (H [A]#£273) -

[1041] {15 5 e TRD A 146 BT SRACL Y 75 32, (BLAE 5 AR 920 B vh FHT SO CSA, H o
(] A 132 i1 ef 8] {423 3851l 48 A6 5 4 v 18] 4273 -

0] —
Y\/\/\/‘\_/\Qg\
HO 0 (0] o
[1042] W LO
)\Q[O 4 o) \I.(\/\/\/\z/\ea;\
0

1A 4k 273

[1043]  'H NMR (401MHz,CDC1,) 87.04 (s,2H) ,5.39-5.23 (m,5H) ,4.57 (s,2H) , 4.28(dd,]
=11.9,3.8Hz,2H) ,4.13(dd,J=11.8,6.0Hz,2H) ,2.58 (t,J=7.6Hz, 2H),2.32(dd,J=
14.7,5.9z,1H) ,2.29 (t,J=7.5Hz,4H) ,2.12(s,6H) ,2.11 (dd,J=14.7,8.3Hz,1H) ,
2.05-1.88 (m,9H) ,1.82-1.73 (m,2H) ,1.66-1.54 (m,4H) ,1.48-1.12(m,58H),0.92(d,J=
6.6Hz,3H) ,0.87 (t,]J=6.9Hz,6H) ;'°C NVR (101MHz,CDC1,) 6173.3 (2C;C) ,172.4(C) ,171.7
(C),147.6(C), 138.4(C),130.3(2C:C),130.1(2C;CH) ,129.8 (2C;CH) ,127.3 (CH) ,68.9
(CH) , 64.9(CH,) ,62.2(2C;CH,) ,41.8(CH,) ,36.8 (CH,) ,34.12 (CH,) ,34.09 (2C;CH,) , 32.0
(2C;CH,) ,30.4 (CH) ,29.89 (CH,) ,29.84 (2C;CH,) ,29.78 (2C;CH,) ,29.75 (CH,) ,29.71
(CH,) ,29.68 (CH,) ,29.61 (2C;CH,) ,29.56 (CH,) ,29.40 (4C;CH,) , 29.35(2C;CH,) ,29.25
(2C:CH,) ,29.19 (2C;CH,) ,29.16 (2C;CH,) ,27.30(2C; CH,) ,27.25 (2C;CH,) ,27.0 (CH,) ,
25.2(CH,) ,24.9 (2C;CH,) ,22.8(2C;CH,) , 19.6 (CH,) ,16.5 (2C;CH,) ,14.2 (2C;CH,) ;ESI-
HRMS : Cy, H, | (0, [IM+H T (i 15 B 41045 . 8042 ; S 10458027

647711079

[1044]  FSI5-Cl12a’aMe-Fg-2-TG (FF a4 160) :
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X
0
)W 7 Q" s
(0] Br O{
O/O/\ HOW On Croba
| o Il 4k 158 o Il 4 81 &
Na,COs, TBAI

DMF, 100°C, 18 h

¥ i 4k 159: R = PMB :| PAIC, H, 0 CisHa4
¥ 4k 160: R = H EtOAc, 2,16 h

[1046]  J5 245 . A EMA 1601 & i
[1047]  {EWE N, [A14- AR EE (3.0g,21. 73mmol) F5- 7R % (7.8g,43.47 mmol) T
DCM (30mL) 7 (173 FH AR JIDMAP (5. 3g,43 . 47mmol) , %R J5 % IDCC (8. 0g,43 . 47mmol) , I H.
RGNV A TE SRR PR Lh 4 I B R A it ik v - PRI 98 , 7 FHDCM (200mL) 3%
Pk o VR TR A VRV K I A REL ) o e e A e A i a4k, H10% 4R 4B/ ke e iz b &
W, 45 3 TRV R 0 R AR 158 (3.3g,50.6%) «'H NMR (400MHz,CDC1,) 8 7.38-7.30 (m,
2H) ,6.98-6.89 (m,2H) ,5.10 (s,2H) ,3.86 (s,3H) ,3.44 (t,J=6.5 Hz,2H) ,2.41(t,]=
7.2Hz,2H) ,1.99-1.87 (m,2H) ,1.83 (dddd,J=12.5,9.5, 6.1,3.4Hz,2H) .
[1048] 7= N, A7 Al 4481 (0.50g,0.61mmol) Al [A]44158 (0.27g,0.92 mmol) F-DMF
(5mL) H VAR R IIK,CO, (3. Immo1) , SR GV INTBAT  (0.228g,0.61mmol) , I HAR 5 #
FIREWITEL00 chJmsh ¥R BIREPEIAIK (20mL) H1 3 H LR .1 (3x 50mL) ZHL
GIFRANESR Na, S0, T, L3, I 9 R W i o K B 4580 49 o d o Ak JIR At 1% 44k, H
20/Z,EQZ,@H/E‘IE/SEHEL?%/\%,{%iﬂzﬂﬁﬁ PR A A 4K 159 (400mg,63%) o 'H NMR
(400MHz ,CDC1,) 67.39-7.30 (m,2H) ,6.98-6.89 (m,2H) ,5.31 (m, 1H),5.09 (s,2H),4.33
(dd,J=11.9,4.3Hz,2H) ,4.19(dd,J=11.9,5.9Hz,2H) , 4.09(t,J=6.0Hz,2H) ,3.85 (s,
3H) ,2.53-2.26 (m,8H) ,1.74-1.59 (m,8H) ,1.43 -1.39 (m,4H) ,1.26 (m,60H) ,1.17 (dd,J=
7.0,4.8Hz,6H) ,0.92 (t,J=6.7Hz, 6H).
[1049] fFEEEST, ERRAA R, A A4£159 (0.4g,0.38mmol) T 2. B8 2. fig (50mL)
IR R 7 10 % Pd/C (300mg) « FE100psi &K 1T, ¥ I MR & PI7E 2= i T HiFE 16h o
fir“ REWERERE IR By ZABR 2 HE  (50mL) Weisk o I8 I 4 e TR o B AT A5 HHL 470 ol
o PRI R e, 8 RIS, FH30% 2250 % LR .16/ e v i Sk 4lifh, , 15 21 52 3 e[ 440tk
) f A 4£160  (300mg,85%) 'H NMR (400MHz,CDC1,) 85.31 (m, 1H) ,4.33 (dd,J=11.9,
4.3Hz,2H) ,4.19(dd,J=11.9,5.9Hz,2H) ,4.14 (t,J=6.0Hz,2H) ,2.53-2.26 (m, 8SH),
1.74-1.59 (m,8H) ,1.43-1.39 (m,4H) ,1.26 (m,60H) ,1.17 (dd,J=7.0,4.8 Hz,6H) ,0.92 (t,

[1045]

176



N 115348864 A W OB P 170/267 W

J=6.7Hz,6H) »
[1050]  FSI5-ChbMe-fR-2-TG (1 ]A]{4162) -
[1051] i F 5 & Rl (8] 4R 160 BT ik AL 7%, B A () 478 1 58 T Hh R A4 4 1) 2% Ak & W+ 1]

1£162:
OYCHHM

O
I m L/
[1052] RO 0 0 Y 15131
O

¥ B4k 161: R = PMB

P4k 162: R = H
[1053]  ZE= i N, ) 1 [A] 4424 (0. 50g,0. 71mmo1) F-DMF (5mL) 1 ) %5 ¥ H ¥5 inNa, CO,
(0.45g,4.31mmol) , ZRJ5 ¥ INTBAT (0.130g,0.35mmol) Al [E]4A158 (0.21g,0.71mmol) , If
HAR ¥ I MR A P7E100°C T i+ 18h o 8 I MR A 08I A K (20mL) W 3 FH 4 1R .16 (3x
50mL) ZHL. G IFANLZEE Na,SO, 1, 1 UE , IF el o W4 o 4 I 15 RE 470 o el iod- Ak s A €0 7%
afifl, FH20% O 1R L BR/ R e Bz A &4, 15 2 2 85 M iR Y i el £& 161 (500mg , 76 %)
-'H NMR (400MHz,CDC1,) 67.37-7.30 (m,2H) ,6.96-6.89 (m,2H) ,5.31 (m,1H) ,5.09 (s,2H),
4.34(ddd,J=12.0,4.4,2.0Hz,2H) ,4.25-4.07 (m,4H) , 3.85(s,3H) ,2.56-2.21 (m,8H) ,
1.81-1.58(m,8H) ,1.29 (m,51H) ,1.05(d,J= 6.3Hz,3H),0.92 (t,]J=6.7Hz,6H) .
[1054]  FEmEZEF RS R, A EA 161 (0.5g,0.54mmol) F R Z.fig (10mL) H
IR R 7 IN10 % Pd/C (150mg) « FE100psi &K 1T, 4 IR MR & PI7E 2= i T HiFE 16h o
SSRGAEREE LR B I AR Al (50mL) Paisk o 80T A 4a D8V - 4 P45 AL o id
o BRI R e, 8 RIS, FH30% 2250 % LR .16/ L e i Sk 4lifh, , 15 31 52 3 ] 440tk
[ty IAlA162  (300mg,69%) o 'H NMR (400MHz,CDC1,) 85.31 (p,J=5.0Hz, 11) ,4.34 (dd, J=
12.2,4.3Hz,2H) ,4.23-4.11 (m,4H) ,2.56-2.23 (m,8H) ,1.75(h,J=3.1 Hz,2H) ,1.69-1.60
(m,6H) ,1.29 (m,52H) ,1.06(d,J=6.3Hz,3H) ,0.92(t,J= 6.7Hz,6H) ;MS (EST,-ve)m/z:
796.52 (MH-1) .
[1055]  FSI5-C10-FR-2-TG (H[alf£&164) :
[1056]  fii 5 & Al (R4 160 AT e [RI A 16 2 BT IR AL 54 5 B Hh TR 1 58 FHh [ AR 9 ] %
&Y AR 164
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Ox-C1sH31
O O O /I/\O/
2 O

P 4k 163: R = PMB

P4k 164: R=H
[1058] =1 N, M H[E]4£158 (0.520g,1.72mmol) Al [E]4&9 (1.0g,1.3mmol) F-DMF
(5mL) H (1 73 R K ,CO,, (0.91g, 6. 64mmol) , ZR S5 JNTBAT  (0.491g,1.32mmol) , I HAR
Ja 4 I B S P)AE100 C—F P 18h 4 I BLVR A MBI K (20mL) HH I FH 4R £ T (3x
50mL) ZEHL . SR A HLZEE Na, SO, T4, 1 , H IR R v 4 o 45 P 45 KL ot iod el JRo A € i
afifl, FH20% 1R L BR/ R Bz A &4, 15 21 285 M iR Y 8 Hh 114 163 (900mg , 70 %)
-'H NMR (400MHz ,CDC1,) 87.33 (d,J=8.3Hz,2H) ,6.97-6.89 (m,2H) ,5.30 (t,J=4.4Hz,
1H) ,5.09 (s, 2H) ,4.33(dd,J=11.9,4.3Hz,2H) ,4.23-4.06 (m, 4H) ,3.85(s,3H) ,2.45-
2.27(m,10H) ,1.74-1.64 (m,14H) ,1.29 (m,54H) ,0.92 (t,J=6.7Hz,6H) .
[1059] fEm R, ER SRS T, M E14163 (0.9g,0.92mmol) T 2R 2. fig (30mL) H
R R 7 IN10 % Pd/C (250mg) « FE100psi &K 1T, ¥ IR BN IR & PI7E 2= i T i FE 16h .
}ir“ IREWERERE IR By 2 BR 2 HE  (50mL) Weiss o I8 I 4 e TR o B AT A5 4L 470 Jo il

o PRI R e, i RIS, FH30% 2250 % LR .16/ e ve i Sk 4lifh, , 15 31 52 5 [ 4400k

[y IAlA164 (400mg,51%) o 'H NMR (400MHz,CDC1,) 85.28 (t,J=4.4Hz, 1) ,4.32 (dd, J=
11.9,4.3Hz,2H) ,4.22-4.07 (n,4H) ,2.46-2.36 (m,2H) ,2.32(q,J=7.5 Hz,8H) ,1.73(dt,]
=6.7,3.4Hz,4H) ,1.62(p,J=7.4,6.0Hz,8H) ,1.36-1.27 (m,57H) ,0.90 (t,J=6.7Hz,
6H) ;MS (EST,+ve)m/z:852.6 (MH+1) .
[1060]  FSI5-C12B°BMe-FR-2-TG- E&TE (Fha]14262) -

OY\/\/\/E/NHK
6
0 O 0 LO/
10611 g~ AAG A A A~~~
4 o) 6

¥ 4k 261: R = £-Bu
P4k 262: R=H

[1062]  {ii FH -5 & b (A1 163 BT ZRALL ) 77¥2% » B AR (RD AR 1 7405 - 5 BB T B il & 1k &
W) 1Al £261, 'H NMR (400MHz,CDC1,) 85.31 (m,5H) ,4.29 (dd, J=12.0,4.3Hz,2H) ,4.17
(dd,J=11.9,6.0Hz,2H) ,4.09 (t,J=6.5Hz,2H) ,2.35 (t,J=6.8Hz,6H),2.12 (m,2H) ,
2.00(d,J=5.8Hz,6H) ,1.93 (m,2H) ,1.58 (m, 8H),1.44(s,9H) ,1.28(m,56H),0.94(d,J=
6.4Hz,6H) ,0.94 (t,J=7.2Hz,6H) .

[1063]  FEOC R, fELOZ %P P =4 4 B (3.6mL) B I E | #4261 (1.2 g,
1.10mmo1) FDCM (12mL) H FIE W+, FH I BN IR A TR iR RS /N 4 S SR &9
PR IRAE , 3T B AR R Wi i e sy Ad AL (100-200 H) sk4lifh, LL12% L BR LB/ Skt
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P J 70 o VBRI VR 45 40 2% 2y, 45 1) 5 0 i R 4 v 1146262 (0. 580g,51.1%) o 'H NMR
(400MHz,CDC1,) 65.31 (m, 5H),4.30(dd,J=12.0,4.3Hz,2H) ,4.17(dd,J=11.9,6.0Hz,
2H) ,4.11 (t,J= 6.5Hz,2H) ,2.42(t,J=6.8Hz,6H) ,2.12 (m,2H) ,2.00(d,J=5.8Hz,8H) ,
1.73 (m,4H) ,1.62 (m,4H) ,1.28 (m,56H) ,0.94 (d,J=6.4Hz,6H) ,0.94 (t,J=7.2Hz, 6H) .
[1064]  FSI5-C12BMe- & -2-TG- JhFERMEG (F1[d]14:263) -

O —
o il 4k 263 Y\N\/\—/\H;
O
[1065] j\N\ O 0 L
HO OJWWO OT(\/\/\/\:/H’
4 o) 6
[1066] i F 5 & plh TE] A 26 2 BT i S ABAIR) 77325 » ol v [R) 440 236 115 - IR I B AL T s il & A &
Y)rp (A 44263 . 'H NMR (400MHZ,CDC13) 85.31 (m,5H) ,4.30(dd, J=12.0,4.3Hz,2H) ,4.17
(dd,J=11.9,6.0Hz,2H) ,4.11(t,J=6.5Hz,2H) ,2.42 (t,J=6.8Hz,6H) ,2.12 (m,1H) ,
2.00(d,J=5.8Hz,8H) ,1.73(m,4H) ,1.62(m, 6H) ,1.28 (m,57H) ,0.94(d,J=6.4Hz,3H) ,

0.88(t,J=7.2Hz,6H) .
[1067]  FST14-C12B° BMe- & -2-TG- MRS (Fh[a]{4264) -

0 _
¥ i 4k 264 WH’
O 6
HO Oj.l/\/\/\/\:/\w
0 0
T ‘ I :

(10691 A FI-5 5 AP 1M 1A 26 2 FT iR AR D5 2%, b PP IR T 74804 - T BRAUT Wl &AL 5
e #4264 'H NMR (400MHz ,CDC1,) 85.37 (m,5H) ,4.31 (m, 2H) ,4.30 (m,2H) ,2.47 (n.2H) ,
2.33(q,J=7.7Hz,6H) ,2.15 (n,4H) ,1.68-1.59 (m,6H),1.30(d,J=13.9Hz,11H),1.20 (m,

62H) ,0.95(d,J=6.4Hz,6H) ,0.89 (dd,]J=16.6,9.5Hz,6H) .
[1070]  FSI14-C12BMe-F%-2-TG-yHEREE (HF[8]14265) -

O —
& 4k 265 Y\/\/\N/\HS’
O
[1071] Q o L
HOWOMNO O\H/\NVE/H/
o) “ o) B
[1072]  {i F 5& Brh A 26 2 ik ZRAL ) 7732 » B R (AR 236 F14 - T IR AT Bia il &k &
Yy a1 4R265 . 'H NMR(4OOMHZ,CDC13) 65.40 (m,5H) ,4.33(dd, J=11.6,4.4Hz,2H) ,4.14
(dd,J=25.7,6.2Hz,4H) ,2.40 (t,J=6.4Hz,2H) ,2.33 (td,J=7.7,4.3Hz,6H) ,2.14 (m,
2H) ,2.03-1.94 (m,11H) ,1.63(dd,J=13.7, 5.8Hz,4H) ,1.32(d,J=11.2Hz,54H) ,0.95

(td,]=18.9,17.4,9.1Hz,9H) .
[1073]  C10B’BMe-{i&-2-TG-JHELHS (F [E]44&172) «
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MeO-N(H)Me.HCI CHSMQBr
EDC.HCI, DMAP Eﬂ‘z eI 0
\n/\/\)]\oH TEA, THF, 2,16 h 0°C, 20 min
4’ Ji) 4 167a ©
EIO"P\)\O/\\
o EtO
NaH, THF Pd/C, H,
)\/\/\“/ 0°C £%i%,18h 0\/ EtOAc £i& 12h
% i) 4k 168 O o ji] 4k 169
>_C1?H33
o]
[1074] HO{
0 0}
OrR Y iE4k112 >_C1?H33
RO 0
9 EDC.HCI, DMAP
NaOH ¥ ] 4k 170: R = OFEt DCM,£i2,3h
H,0, EtOH, THF |:
£&,12h % @] 4k 171: R = OH A
8
HO o}
YYV\Mo SN
0] o]

o ia] 4172
[1075] 5246 . F AR 1720 & .
[1076]  ZE=E N, T -1,6- & (20.0g,136.85mmol) T THF (500mL) H i) 45 £ VA W s
BON, 0- — I K22 iZHC1 (40.04g,410.56mmol) \EDC * HC1 (78.8 g,410.56mmol) .DMAP
(16.6g,136.85mmol) FITEA (90mL,684.27mmol) K5 Fr 13 [z MV & 1E iR Rt FE16h, SR )5
RN HCLIE R (2 LA BlpH <7) H, 3 FH LR 4B (3x 200mL) A HL & I AN Z &0
FRAN T8 B 2S 2R B Bk R Wil + e it v A AR (100-200H) Skafifk, F50% 4R 4
i/ O e B =4, 45 31 2 0 O MR P el 4K 167a (21.0g,66.1%) o 'H NMR  (400MHz,
CDC1,) 83.65 (s, 6H) ,3.15 (s,6H) ,2.43 (s,4H) ,1.66 (s,4H)
[1077]1  {EO°CF, A F1[a]4£A167a (5.0g,21.55mmol) F-J5/K THF (200mL) H 4 £ 15 P i%
T I B IR B (21 . 5mL, 3. OMTE, 057,64 . 65mmol) , 24 J5 44 BT 45 I RV A ) 7E0°C
NHEFE20mI no B R MR A PIEININ HCLE W (& LLIE BIpH<T) 1, FE H 4.1 £, 15 (3x 100mL)
AU NG A IR VLE LB BR N T 15 9 31725 28 K o W e A Al o A € 3 v 4 Ak i (100 -
2005)ﬂ%éwic,ﬁHZS%Zﬁaaﬁa/akﬁﬁaﬂﬁﬁw,?%IJEPI‘EHMSMS(2.0g,33%> -'H NMR
(400MHz ,CDCL,) 82.45 (s,4H) ,2.14 (s,6H) ,1.57 (s,4H) «
[1078]  #FO0C N, ERSSMA R, M60%Nal (5.0g,126.6mmol) FJ5/KTHF  (100mL) H [ 4
PR EMHIBHR NG 2- (ZLHE BB 48 208 (28.4g, 126.8mmol) [ THE (50mL)
WA I DR A IAE0C R FE30min, ARG E0C F B s n& [ 4168 (6.0¢g,
42.25mmol) [FJF-JETHF (50mL) o 44 J BV & P)7E & 35 9 #E 18h, 2R 5 FVK/K (100mL) ¥ K,
HH R M (3 x 60mL) ZHL K& H A WLUEL BRI T B2 728K iR R
FE A0 848 FRE R (100-200 H) R4ty , FH15% 2.8 2. Bg/ O e i 2= 4 , 3.3 v ] 42169
(10.0g,84.0%) -'H NMR (400MHz ,CDC1,) 85.65 (s, 2H) ,4.14 (q, J=6.0Hz,4H) ,2.63 (t,]=
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7.6Hz,4H) ,2.14 (s,6H) ,1.28 (m,10H) .

[1079] [ [E]4A 169 (10.0g,35.5mmol) T Z PR £ fi (100mL) H ¥ v H s s /B (10 %6
w/w,2.5g) , 3F B4 P & R H 2 I FH, P 7R =R AR SRR IR K S NTR S 4
TEZ W AR 120 K S S TR A s e ek s - 2 8 , F 4R ZW 1 (200mL) Wedsk o 93 34 4 e
W, A5 3 T MR B IR 170 (9. 2g,91%) , R &t — B alifb BN T F — 5%, 1
NMR (400MHz, CDC1,) 84.14 (q,J=6.0Hz,4H) ,2.30 (dd,J=14.6,6.0Hz,2M) ,2.10(dd,J=
14.9,7.4Hz,2H) ,1.96 (bs,2H) ,1.27 (m,8H) ,1.2 (t,6H) ,0.94 (d,]=6.6Hz,6H) «

[1080] ZE=WE N, M A E44170(9.3g,32.5mmol) F-THF (75mL) EtOH (75 mL) F17K (75m1)
H (R VR S IINaOH (5. 5g, 137 5mmol) , SR J5 ¥ I NIR & WI7E 2= i T bk 12h o 28K ) BTR
E LA LBRE LA AR GBI ININ HCLIAE K H R (B 28R 1 pH) , 3 F 2R £ g (3x
75mL) %E}Z G I A VLE LT ER BN T 58 IF U 28, 493 21 5 K 3 6 [ AOTR 1 B4 171
(7.8g, & i) , LARZHE — AL T %% 'H NMR (400MHz,CDC1,) 62.35- 2.30 (m,
2H),2.22-2.2.12(m,2H),1.97(bs,2H),1.34-1.25(m,8H),0.99 0.97(d, J=6.4Hz,6H) .

(10811  [ajh[E]4A&171 (7.8g,33.91mmol) Al [E]4A112 (12.61g,20.33mmol) T DCM (80mL)
W RE I P S N4 - (2 H 2 k) miknE (DMAP,4.13g,33.91 mmol) , 2R J5¥S INEDC * HC1
(12.88g,67.8mmol) , ¥ [ MR & WITEZ IR FHEHE3h A R NIR G E 2 78K TR R
T A LA FAERR (100-200 H) R4tk , FH10% -12% LR 4 Tg/ b el 7=, 154 2
A A 172 (8.5g,15%) o 'H NMR (400MHz,CDC1,) 85.36-5.29 (m,5H) ,4.31 (dd,J=12.0,4.4
Hz,2H) ,4.17(dd,J=12.0,4.4Hz,2H) ,2.33(t,J=12.0,7.6Hz,6H) ,2.21-2.12 (m,2H) ,
2.02-1.98 (m,10H) ,1.63-1.61 (m,4H) ,1.44-1.29 (m,48H) ,0.97 (dd, J=14.0Hz,6.4Hz,
6H) ,0.88 (t,J=6.4Hz,6H) ;'°C NMR (101MHz,CDC1,) 8 177.95(1C),173.27 (2C) ,172.25
(1C) ,130.03(2C) ,129.72(2C) ,68.89 (1C) , 62.17(2C) ,41.67 (1C) ,41.33(1C) ,36.61
(2C) ,34.05(2C) ,31.91(20) ,30.33- 29.11(21C) ,27.24(2C) ,27.15(1C) ,24.85 (20) ,
22.68(20) ,19.69 (1C) ,19.55 (1C),14.09 (2C) ;MS (ESI, -ve)m/z:831.95 MH-1) .

[1082]  C12B’BMe-Mi&-2-TG-JHIRHEE (haI1AK174) -

[1083] g HHEF X & e A L T2 PR (I FR T, H -1, 8- R AR (AR 112 &4k &4 h
(AR 173 RN 4174

o]
HO/L/L/WWOR
@]

T 4#4&173: R=H

[1084] P 64 174: R = OY\/\/\/E/\/\/\/\
Y[/OWV\AZN\AA

0
[1085]  C12B’BMe- 2 (1 [Al{A173) 'H NMR (400MHz,CDC1,) 810.83 (bs, 1H) , 2.36 (ddd,J=
15.5,9.6,6.3Hz,2H) ,2.18-1.81 (m,4H) ,1.33-1.14 (m,12H) ,0.98 (d,]J=6.4Hz,6H) :MS

(ESI,-ve)m/z:257.29 (M-1) .
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[1086]  C12B’BMe-%-2-TG-JHRMAG (Int-174) 'H NMR (400MHz,CDCL,) 85.35- 5.29 (m,5H)
4.32(dd,J=11.6Hz,4.0Hz,2H) ,4.18 (dd,J=11.6,6.0Hz,2H) , 2.38-2.30 (m,6H) ,2.18-
1.96 (m,11H) ,1.30-1.27 (m,56H) ,0.98-0.96 (m, 13H) ; °C NMR (101MHz,CDC1,) 6178.84
(10),173.31(20) ,172.37(1C) ,130.03 (20) ,129.73(2C) ,68.85(1C) ,62.19(2C) ,41.71
(1C) ,41.48-19.57(39C) ,14.13 (2C) ;MS (ESI, +ve) m/z:878.82 (M+18) ,861.15 (M+1)
[1087]  C8B’BMe-F2-2-TG-yhMRIH (1 [FI{4176) -
[1088]  fili HIBEXS & B R AR L 72Tk (0 B e DU A2, R C -2, 6- AR ] 4 1124 #
WA AR LT3R AR 174

o)

OR
HO

O
+ ] 4k175: R=H

[1089] ¥ H4K176: R = OY\W
L{E/O\H/\NW/\/\/\/\

O
[1090]  C8B’BMe- 2 (FIAI{A175) 'H NMR (400MHz,CDC1,) 62.36 (ddd,J=15.5, 9.6,6.3Hz,
2H) ,2.23 (m,2H) ,1.97 (m,2H) ,1.27 (t,J=7.1Hz,4H) ,0.98 (d,J= 6.4Hz,6H) .
[1091]  C8B’BMe- % -2-TG- &G (Int-176) 'H NMR (400MHz,CDC1,) 85.37 (m, 5H) ,4.32
(dd,J=12.1Hz,4.4Hz,2H) ,4.17(dd,J=12.6,6.0Hz,2H) ,2.33 (t,] =7.6Hz,6H) ,2.18
(m,2H) 2.06-1.94 (m,8H) ,1.60 (m,4H) ,1.30 (m,46H) ,0.98 (d,J=6.4Hz,6H) ,0.90 (t,J=
6.8Hz,6H) ;'°C NMR (101MHz,CDC1,) §177.85 (1C) ,173.27(2C) ,172.08 (1) ,130.02 (2C) ,
129.71(20) ,68.96 (1C) ,62.15(2C) , 41.65(1C) ,41.44-41.36 (4C) ,34.04(2C) ,33.83
(10),31.91(20) ,30.46-30.31 (2C),29.78-29.11 (14C) ,27.23(20) ,27.18(2C) ,24.85
(2€) ,22.67(2C) ,19.78- 19.47(2C) ,14.08 (2C) :MS (ESI, -ve) m/z:803.98 (M-1)
[1092]  C15B’BMe-F&-2-TG-JHIFRMHE (v 6] 4£238) :
(10931 fil T X & P AR L2 B8 R 7 B e -1, 11 - R AR R A 112 il 4L
A )4 237 R [ 42238 -

HO\H/\|/\/\/\/\/\|/\H/OR
o) O

+ i 4k 237: R=H

[1094] P i) 4k 238: R = OY\NW\
'L((/O\H/W\/E/\/W\

0
[1095]  C158’BMe-/2 (Int-237) 'H NMR (400MHz,CDC1,) 62.30-2.20 (m,2H) , 2.13(s,2H),

2.0 (bs,2H) ,1.40-1.30 (m,18H) ,1.00(d,J=6.6Hz,6H) ;MS (EST, -ve)m/z:299.35M-1) .
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(EST,+ve)m/z:301.37 (M+1) »

[1096]  C15B’ BMe-#%-2-TG- JHf&MG (Int-238) 'H NMR (400MHz,CDCL,) 65.36- 5.29 (m,5H)
4.31(dd,J=12.0,4.0Hz,2H) ,4.17(dd,J=12.0,4.0Hz,2H) ,2.44 -2.31 (m,6H) ,2.19-
2.11 (m,2H) ,2.04-1.98 (m,10H) ,1.63-1.61 (m,10H) , 1.32-1.28(m,52H) ,0.97 (dd,J=
14.0Hz,6.4Hz,6H) ,0.90 (t,]=6.4Hz,6H) ;'°C NVR (101MHz,CDC1,) 8173.24 (3C) ,172.33
(10) ,130.01(20) ,129.71 (2C),68.87 (1C) ,62.19 (2C) ,41.71 (1C) ,41.41 (1C) ,36.70
(10),34.05(20) ,31.91 (2C),30.37 (1C) ,30.17 (1C) ,29.78-29.11(230) ,27.23 (20) ,
27.19(2C) ,26.93 (10),24.85(2C) ,22.68(2C) ,19.68 (2C) ,14.08 (2C) sMS (EST, -ve)m/z:
902.04 (M-1) o (ESI,+ve)m/z:921.07 (M+18) .

[1097]1  C12B’BMe-i%-2-TG (1 [A]1£252)

[1098]  {sfi FHEF XA B IR 172 BT B2 5 5 Bl AR [0 44 1 7 30 (i) 4k 2 i) £ Ak & 40 o ) 44

252
o
Y M
o)
®
[1099] HO LO
0 N illig
13
O i 4k 252 O

[1100]  C12B’BMe-2-2-TG ([l #£252) 'H NMR (400MHz,CDC1,) 85.32 (p,J= 4.7Hz,1H) ,
4.33(dd,J=11.9,4.30z,2H) ,4.19(dd,J=12.0,6.0Hz,2H) ,2.44 -2.28 (m,6H) ,2.26-
2.10(m,2H) ,2.02-1.95 (m,2H) ,1.65(p,J=7.1Hz,6H) , 1.32(s,58H),1.05(dd,J=
10.8Hz,6.8Hz,6H) ,0.94 (t,]=6.4Hz,6H) ;'°C NVR (101MHz,CDC1,) 8178.90 (1C) ,173.35
(20) ,172.38(1C) ,68.80 (2) , 62.15(2C) ,41.69 (1C) ,41.48 (1C) ,36.66 (1C) ,36.63 (10) ,
34.05(20) ,31.94(20) , 30.34(1C) ,30.13(1C) ,29.71-29.13(21C) ,26.87 (2C) ,24.86
(20) ,22.71(20), 19.68(1C) ,19.56 (1C) ,14.14 (2C) ;MS (EST, -ve)m/z:808.14 (M-1) ,
(EST,+ve) m/z:827.10 (M+18) »

[1101]  DMPHB-C8B’ BMe - ¥R AL -2-TG - i ER S (Hh M {4 181) -
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OY\/\/\/\:N\/\/\
8
How/\‘/\/l\/lo 07(\/\/\/\:/\/\/\/\
0 (0]
W 18] 4R 176
(0]
EDC.HCI
H DMAP
CH,CI
OH ze
[1102]
OY\/\/\/E/\/\/\/\

0 LC)/
R = °
P 14 179: R= C(O)H j NaBH,

MeOH, THF
# ] 4k 180: R = CH,OH S,

:l CBry, PPhs
# Ji] 4 181: R = CH,Br CHCI;

[1103] 757547 . a4 181 )& il
[1104]  f44- (- H & IE) mtkrE (DMAP,0.431g,2.33mmol) FIEDC « HC1 (1.35g, 4.66mmol) s
nEd A 44k176 (3.0g,2.44mmol) Fl4-$53E-3,5- “HIEEFEHEE (0.533g,2.33mmol) T
CH,C1, (30mL>'43E|’J/ﬁ/&‘EP TR I IR G LE 2R T PR 2h o BRI i [ BEIR A 15 21
Eﬂles179 (3.5g, &) , LRGH —SAb HT T 5. 'H NMR (400MHz,CDC1,) §9.94 (s,
1H) ,7.62 (s, 2H) , 5.36(d,J—16.8Hz,5H),4.33(dd,J 7.6,6.0Hz,2H) ,4.19(dd,J=7.8,
5.5Hz, 2H),2.66 (m,1H) ,2.47 (m,2H) ,2.37 (t,J=7.2Hz,5H) ,2.18 (s,6H) 2.02 (m, 8H)
1.63 (m,4H) ,1.31 (m,46H) ,1.10(d,J=6.9Hz,3H) ,0.98(d,J=6.8Hz,3H) ,0.92 (t,]J=
6.8Hz,6H) »
[1105]  FEOC T, ¥ MIE A (0.139g,2.04mmol) MBI h A 4£179 (3.5 g,
2.04mmol) T-HIE (10mL) FATHF (20mL) H )+ , IR AR G 7E 0°C T4 10min . il
A NN HCT (10mL) Ky ;e MVR-SVIIRAG 2 pH 4, 3 F 4 BR g (3x 75mL) 0L 45 HF 1A
W2 G0 B BN T 40 08 I 4 o 7k R il A vk, T %6 - 10% 4R s/ CU e ik
4l 135 A 4180 (2.6g,75%) o 'H NMR (400MHz,CDC1,) 87.09 (s,2H) ,5.36 (d,J=
17.3Hz, 5H) ,4.63(s,2H) ,4.33(dd,J=7.6,6.0Hz,2H) ,4.19(dd,J=7.8,5.5Hz,2H) ,2.66
(m,1H) ,2.47 (m,2H) ,2.37 (t,J=7.2Hz,5H) ,2.18 (s,6H) 2.02 (m,8H) 1.59 (m, 4H),1.31 (m,
46H) ,1.10(d,J=6.9Hz,3H) ,0.98(d,J=6.8Hz,3H) ,0.90 (t,J= 6.8Hz,6H) .
[1106]  ZE=ME N, B IURAER (1.32g,2. 15mmol) A=K FBE (1.25¢,2.58mmol) ¥ %
144180 (1.5g,0.860mmol) fJCHCL, (15mL) H 45 [ RITETOC R Bk 2h . 28 R IR MR
B IR A E I A O, A RS (100-200H) R4tk , FH7%-7.5% LB 218/ C ke
VRS0, 45 31 B AR R Rl A 181 (500mg, 31%) «'H NMR (400MHz,CDCL,) 87.12 (s,
2H) ,5.42-5.27 (m, 5H) ,4.44(s,2H)4.34(dd,J=12.6Hz,J=4.4Hz,2H) ,4.19(dd,]J=
12.6Hz,] =4.4Hz,2H) ,2.66 (m,1H) ,2.47 (m,2H) ,2.33 (t,J=7.2Hz,5H) ,2.18 (s, 6H)
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2.02 (m,8H) 1.59 (m,4H) ,1.31 (m,46H) ,1.10(d,J=6.9Hz,3H) ,0.98(d,J=6.8 Hz,3H),
0.90 (t,J=6.8Hz,6H) ;'°C NMR (101MHz,CDC1,) 6173.21 (20) , 172.07 (1C) ,170.60 (1C) ,
148.31(1C) ,135.12(1C) ,130.70 (1C) ,130.04 (2C) , 129.72(2C) ,129.33 (1C) ,69.00 (1C) ,
62.15(20) ,41.65(1C) ,34.00(2C) ,33.97 (1C),33.87(1C),33.81(1C),33.06(1C) ,31.91
(2€) ,30.56 (1C) ,30.50(1C) ,30.39 (1C),30.33(1C),29.78-29.12(18C) ,27.24 (20) ,
24.85(20) ,22.68(2C) ,19.90 (1C),19.71(1C) ,16.48(2C) ,14.10 (2C) ;MS (EST,+ve)m/z:
1019.04 (M+18) .

[1107]  DMPHB-C10B’ BMe-JR A4 -2-TG- JHER s (A1 1A 184) -

[1108] i R X & e (R L8 LIl (R R FF , B R A A4 1721 & A& W h TR) 4 182 v [H]
AR 183 I+ [A] 1A 184 :

OY\/\/\/\M

[1109] /[:%:[;'Wr/\“’/\“//\“/J\"ﬂ“ \H/«\,/«\,/~\,/\\==,/~\,/~\,/~\,/~\

} i 4k 182: R=C(O

11 4K183: R = CHZOH

¥ j&] 4k 184: R = CH,Br
[1110]  DMPHB-C10B’ BMe- B -2-TG - JARHE (11 4182) 'H NVR (400MHz, CDC1,)89.94 (s,
1H) ,7.63 (s,2H) ,5.36 (m,5H) ,4.33(dd,J=7.6,6.0Hz,2H) , 4.19(dd,J=7.8,5.5Hz,2H),
2.68 (m,1H) ,2.48 (m,2M) ,2.37 (t,J=7.2Hz,5H) , 2.18(s,6H)2.02 (m,8H) 1.64 (m,4H) ,
1.32(m,50H) ,1.09 (d,J=6.9Hz,3H) , 0.99(d,J=6.8Hz,3H) ,0.92(t,]=6.8Hz,6l)
(11111 DMPHB-C10B’ BMe-OH-2-TG- R M (4111 #£183) 'H NMR (400MHz, CDC1,)87.09 (s,
2H) ,5.36 (m,5H) ,4.63 (s,2H) ,4.33(dd,J=7.6,6.0Hz,2H) , 4.19(dd,J=7.8,5.5Hz,2H) ,
2.66 (n,1H) ,2.47 (m,2H) ,2.37 (t,J=7.2Hz,5H) , 2.17(s,6H) ,2.02 (m,8H) ,1.58 (m,4H) ,
1.29 (m,50H) ,1.08 (d,J=6.9Hz,3H) , 0.96(d,]=6.8Hz,3H) ,0.91 (t,]=6.8Hz,6) .
[1112]  DMPHB-C108’BMe- J4L4)-2-TG- R Mg (1 44184) 'H NMR (400MHz, CDC1,)87.13
(s,2H) ,5.38 (m,5H) 4.46 (s, 2H) ,4.32(dd,]J=12.0,4.2Hz,2H) , 4.19(dd,J=11.8,6.0Hz,
2H) ,2.66 (m,1H) ,2.47 (m,2H) ,2.33 (t,J=7.2Hz, 5H),2.18(s,6H),2.02 (m,8H) ,1.65 (m,
4H) ,1.26 (m,50H) ,1.10(d,J=6.4Hz, 3H),0.98(d,J=20Hz,3H) ,0.90 (t,J=6.8Hz,6H) ;
C NMR (101MHz,CDCL,) 8173.21 (20) ,172.07 (1C) ,170.60 (1C) ,148.31 (1C) , 135.12(1C) ,
130.70(1C) , 130.04 (2C) ,129.72(2C) ,129.33(1C) ,69.00 (1C) ,62.15 (2C) ,41.65 (1C) ,
34.00 (20),33.97(1C),33.87(1C),33.81(1C),33.06 (1C) ,31.91(2C) ,30.56 (1C) ,30.50
(10),30.39(1C) ,30.33 (1C) ,29.78-29.12(20C) ,27.24 (2C) ,24.85(20) ,22.68 (20) ,
19.82(10) ,19.53 (1) ,16.46 (20) ,14.08 (2C) ;:MS (ESI,+ve) m/2:1049.04 (M+18) .
(11131 DMPHB-C10BMe -8 1049 -2-TG- R s (h [l #4:189) -
[1114] 48 BT & e R R L8 LT IR M RE /5 » ER o A AR 187 il £ £ & v T 440 188 o ) ¢
189 H A #4190 :
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OY\/\/\/E/\/\/\/\

[1115] /(:I/\\r(\/\/\)\/m \n/\/\/\/\z/\/\/\/\

% a4k 188: R = C(O
P W 4k 189: R = CH20H
¥ 1] 4k 190: R = CH,Br

[1116]  DMPHB-C10BMe -/ - 2- TG - &g (4 ] #£188) 'H NMR (400MHz, CDC1,)89.96 (s,
1H) ,7.64 (s,2H) ,5.38-5.32 (m,5H) ,4.33(dd,J=11.9,4.3Hz, 2H),4.19(dd,J=11.9,
6.0Hz,2H) ,2.67 (t,J=7.0Hz,2H) ,2.37(dt,J=14.9, 6.8Hz,5H),2.20(s,6H) ,2.18(m,
2H) ,2.05-2.02 (m,8H) ,1.83 (t,J=7.5Hz,2H) , 1.65-1.59 (m,4H) ,1.47-130 (m,48H) ,0.98
(d,J=6.8Hz,3H) ,0.92(t,]=6.8Hz, 6H).

[1117]  DMPHB-C10BMe-OH-2-TG- iR I ("h [l #4189) 'H NMR (400MHz, CDC1,)87.11 (s,
2H) ,5.42-5.31 (m,5H) ,4.65 (s, 2H) ,4.33(dd,J=11.9,4.7Hz, 2H) ,4.19(dd,J=12.2,
6.1Hz,2H) ,2.63 (t,]J=7.4Hz,2H) ,2.37(dt,J=14.9, 6.8Hz,5H),2.18(s,6H) ,2.16 (m,
2H) ,2.05-2.02 (m,8H) ,1.83 (t,J=7.5Hz,2H) , 1.65-1.59 (m,4H) ,1.47-130 (m,48H) ,0.98
(d,J=6.8Hz,3H) ,0.92 (t,]=6.8Hz, 6H).

[1118]  DMPHB-C10BMe - J4k#)-2-TG- R HE (-h 11 #£190) 'H NMR (400MHz, CDC1,)87.13
(s,2H) ,5.38-5.32 (m,5H) ,4.46 (s,2H) ,4.33(dd,J=12.6Hz,J= 4.4Hz,2H) ,4.19(dd,]J=
12.6Hz,J=4.4Hz,2H) ,2.63 (t,J=7.4Hz,2H) ,2.37 (dt,]=14.9,6.8Hz,5H) ,2.18 (s,
6H) ,2.16 (m,2H) ,2.05-2.02 (m,8H) ,1.83(t,] =7.5Hz,2H) ,1.65-1.59 (m,4H) ,1.47-1.30
(m,48MH) ,0.98(d,J=6.8Hz,3H) , 0.92(t,J=6.8Hz,6H) ;'°C NMR (101MHz,CDC1,) 8173.26
(2C) ,172.27(1C), 171.31(1C),148.23(1C),135.08 (1C) ,130.70 (2C) ,130.02 (20) ,
129.71(2C) , 129.31(2C) ,68.83(1C) ,62.14 (2C) ,41.65 (1C) ,36.60 (1C) ,34.02 (2C) ,
33.16 (10),31.91(20),30.30-29.11(21C) ,27.22(20) ,26.76 (1C) ,25.63 (1C) ,25.06
(1C) ,24.83(20) ,22.69 (2C) ,19.52(1C) ,16.38(2C) ,14.13 (2C) :MS (EST,+ve) m/z:
1033.16 (M+18) .

(11191 DMPHB-C8BMe - R 4] -2~ TG JHi i i ( [ #4:205)

(11201 fi X & b R I8 LBITIR AR 17 » b DA L 78 1l & Ak 5 0 TR A 203 L 1)
PR204 A1 [R] #4205 :

OY\/\/\,/E/\/\/\/\

[1121] /@:W\M e

¥ I1] 4k 203: R = C(O)H

¥ 1] 4k 204: R = CH,OH

¥ 19 4k 205: R = CH,Br
[1122]  DMPHB-C8BMe- /% -2-TG- i e (-h ] 4:203) 'H NMR (400MHz ,CDC1,) 89.96 (s, 1H) ,
7.64(s,2H) ,5.36 (m,5H) ,4.36 (dd,]=7.6,6.0Hz,2H) ,4.20 (dd, J=7.8,5.5Hz,2H) ,2.71
(dt,J=21.3,8.1Hz,1H) ,2.48 (m,2H) ,2.35(t,J=7.6 Hz,5H) ,2.25(s,6H) ,2.03 (m,8H) ,
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1.64(t,J=7.3Hz,4H) ,1.49-1.26 (m,46H) , 1.18(t,J=7.2Hz,2H),0.99(d,]=6.6Hz,
3H) ,0.91 (t,J=6.6Hz,6H) .

[1123]  DMPHB-C8BMe-OH-2-TG- iR (-h ] {4:204) 'H NMR (400MHz, CDC1,)87.09 (s,2H) ,
5.36 (m,5H) ,4.64(d,J=5.6Hz,2H) ,4.33(dd,]J=7.6,6.0 Hz,2H) ,4.18 (dd,]=7.8,
5.5Hz,2H) ,2.64 (t,]=12Hz,1H) ,2.47 (m,2H) ,2.39 (m,5H) ,2.16 (s,6H) ,2.03(q,]J=
6.5Hz,8H) ,1.62(d,]J=17.5Hz,4H) ,1.31- 1.28 (m,46H) ,1.08(d,]=6.9Hz,2H) ,0.98(d,]
=6.7Hz,3H) ,0.90 (t,J=6.7 Hz,6H) .

[1124]  DMPHB-C8BMe -5 {41 -2- TG - il MR i (Hh1)44:205) 'H NMR (400MHz, CDC1,)87.02 (s,
2H) ,5.36 (d,J=16.0Hz,4H) ,5.30 (s, 1H) ,4.44 (s,2H) ,4.34 (dd,J=12.0,4.0Hz,2H) ,
4.19(dd,J=12.0,6.0Hz,2H) ,2.64 (t,]=14.8Hz, 2H),2.39 (m,4H) ,2.14 (s,6H) ,2.03(d,
J=5.6Hz,7H) ,1.80(s,2H) ,1.62(t,]= 20.4Hz,15H) ,1.48-1.28 (m,38H) ,0.98(d,J=
6.4Hz, 2H) ,0.90 (m,6H) ;'°C NMR (101MHz,CDC1,) 8173.26 (20) ,172.13 (10) ,171.17 (1C) ,
148.24(10) , 135.13(1C),130.70(20) ,130.05 (2C) ,129.73 (20) ,129.34 (20) ,68.96 (1C) ,
62.15(20) ,41.60(1C) ,36.26 (1C) ,34.05 (20) ,33.92(1C) ,33.13(1C) ,31.93 (2C) , 30.18
(10) ,29.79-29.13 (16C) ,27.25(2C) ,27.20 (1C) ,26.57 (1C) ,25.18 (1C) , 24.86 (20) ,
22.71(20) ,19.49(1C) ,19.25(10) ,16.39 (2C) , 14.14 (2C) ;MS (ESI, +ve)m/z:1004.94 (M+
18) .

[1125]  DMPHB-C12a’ BMe - iRALY)-2-TG- YR Mg (F [A) {4241 -

(1126 fil HIEE X & P R I8 LAITIR AR /7 » b IR 23 1l & Ak 5 0 TRl A 239 v 1)
PR240 1A [A] #4241 :

OY\/\/\/\:/\/\/\/\
8 L
) O -
[1127] /@WO W/\N\M/\/\/\
R (0] (0]

¢ ] 4k 239: R = C(O)H
% i@ 4k 240: R = CH,OH
¥ i1 4k 241: R = CH,Br

[1128]  DMPHB-C12a’ BMe - -2-TG- AR (11 #4£239) 'H NVR (400MHz, CDC1,)89.96 (s,
1H) ,7.64 (s,2H) ,5.42-5.30 (m,5H) ,4.33(dd,J=11.9,4.3Hz, 2H) ,4.1(dd,J=11.9,
6.0Hz,2H) ,2.80 (t,J=7.6Hz,1H) ,2.32 (t,]J=7.2Hz, 5H),2.26 (s,6H) ,2.13 (m,2H) ,2.05
(m,8H) ,1.91 (m,2H) ,1.64 (n,7H) ,1.48 (n, 2H),1.34 (m,50H) ,0.98(d,J=6.8Hz,3H) ,0.92
(t,J=6.8Hz,6H)

[11291  DMPHB-C12a’ BMe-OH-2-TG- R (411 #4240) 'H NMR (400MHz, CDC1,)87.12 (s,
2H) ,5.42-5.30 (m,5H) ,4.64 (s,2H) ,4.33(dd,J=11.9,4.7Hz, 2H),4.20-4.19(dd,J=
12.2,6.1Hz,2H) ,2.80 (t,J=7.6Hz,1H) ,2.32(t,J=7.2 Hz,5H) ,2.26 (s,6H) ,2.13 (m,
2H) ,2.05 (m,8H) ,1.91 (m,2H) ,1.64 (n,7H) ,1.48 (m,2H) ,1.34 (m,50H) ,0.98(d,J=6.8Hz,
3H) ,0.92 (t,J=6.8Hz,6H)

[1130]  DMPHB-C12a’ BMe- J4LY)-2-TG- R Mg (1 44241) 'H NMR (400MHz, CDC1,) 87.13
(s,2H) ,5.42-5.30 (m,5H) ,4.46 (s, 2H) ,4.33(dd,J=11.9,4.7Hz, 2H) ,4.20-4.19(dd,]J=
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12.2,6.1Hz,2H) ,2.80 (t,J=7.6Hz,1H) ,2.32(t,J=7.2 Hz,5H) ,2.26 (s,6H) ,2.13 (m,
2H) ,2.05 (m,8H) ,1.91 (m,2H) ,1.64 (m,7H) ,1.48 (m,2H) ,1.34 (m,50H) ,0.98 (d,J=6.8Hz,
3H) ,0.92 (t,J=6.8Hz,6H) ;'°C NMR (101MHz,CDC1,) 8174.33 (1C) ,173.31(2C) ,172.37
(10) ,148.23 (1C) ,135.02 (10),130.74 (1C) ,130.04 (2C) ,129.74 (2C) ,129.39(3C) ,68.82
(1) ,62.19(2C), 41.72(1C),39.79(1C) ,36.72(1C) ,34.06 (2C) ,33.67 (1C) ,33.25(1C) ,
31.95(2C), 30.40(1C) ,29.81-29.13(21C) ,27.44(1C) ,27.21(2C) ,26.95(1C) ,24.87
(20), 22.74(20),19.59(1C) ,17.47 (1C) ,16.49(2C) ,14.18 (2C) ;MS (ESI,+ve)m/z:
1077.01 (M+18) .

[1131]  DMPHB-C12BMe-#4b4-2-TG- MR G (1 [A]{4:245) -

[1132] i HEE X G R AR I8 LAT IR A2 /7 , B A (R AR 236 il & (L& W) 1A 4 243 Hh (]
&t244$quﬁﬂ&k245=

Y\/\/\/\:/\/\/\/\

[1133] ,[:%:[;'Tf/\“’/xfﬁjx“’J\ ’J:”’ —

¥ ] 4k 243: R = C(O)H
 id] 4k 244: R = CH,OH
P If] 4k 245: R = CH,Br

(2]

[1134]  DMPHB-C12BMe- [ - 2- TG - &g (4 ] #6243) 'H NMR (400MHz, CDC1,)89.96 (s,
1H) ,7.64 (s,2H) ,5.45-5.28 (m,5H) ,4.33(dd,J=11.9,4.3Hz, 2H),4.19(dd,J=11.9,
6.0Hz,2H) ,2.67 (t,]J=7.0Hz,2H) ,2.37(dt,]=14.9, 6.8Hz,5H) ,2.26(s,6H),2.13 (m,
2H) ,2.05 (m,8H) ,1.83(q,J=7.5Hz,2H) , 1.63(t,J=7.0Hz,4H) ,1.48 (m,2H) ,1.34 (m,
50H) ,0.97 (d,J=6.4Hz,3H) ,0.92 (t,J=6.4Hz,6H) .

[1135]  DMPHB-C12BMe-OH-2-TG- JE2/g (['[7]#4:244) 'H NMR (400MHz, CDC1,)87.11 (s,
2H) ,5.45-5.27 (m,5H) ,4.66 (d,J=2.50z,2H) ,4.33(dd,J= 11.9,4.3Hz,2H) ,4.17(dd,]
=11.9,6.0Hz,2H) ,2.67 (t,J=7.0Hz,2H) ,2.37 (dt,]J=14.9,6.8Hz,5H) ,2.19(s,6H) ,
2.20-2.00 (m,10H) ,1.83(q,J=7.5Hz, 2H),1.63(t,J=7.0Hz,4H) ,1.48 (m,2H) ,1.34 (m,
50H) ,0.97 (d,J=6.4Hz,3H) , 0.92(t,J=6.4Hz,6H) .

[1136]  DMPHB-C12BMe - JA4L4)-2-TG - JhERMS (h /7] 44:245) 'H NMR (400MHz, CDC1,) 87.13
(s,2H) ,5.42-5.31 (m,5H) ,4.46 (s,2H) ,) ,4.33(dd,]=11.9,4.3 Hz,2H) ,4.19(dd,]J=
11.9,6.0Hz,2H) ,2.63 (t,J=7.0Hz,2H) ,2.37 (dt,J=14.9, 6.8Hz,5H),2.17 (s,6H) ,2.05
(m,10H) ,1.90(dq,J=15.0,7.5Hz,2H) ,1.63 (tt, J=15.7,7.0Hz,4H) ,1.47 (m,2H) ,1.30
(m,50H) ,0.97 (d,J=6.4Hz,3H) ,0.92 (t,J=6.4Hz,6H) ;'°C NMR (101MHz,CDC1,) 8173.31
(20) ,172.37(1C), 171.42(1C),148.27(1C) ,135.08 (1C) ,130.74(2C) ,130.05 (2C) ,
129.74(2C) , 129.35(2C) ,68.82(1C) ,62.19 (1C) ,41.72(1C) ,36.71 (1C) ,34.06 (2C) ,
33.23 (10),31.95(2C),30.39(1C) ,29.81-29.13 (24C) ,27.26 (20) ,27.21 (1C) ,25.15
(1C) ,24.87(20) ,22.74(2C) ,19.59 (1C) ,16.42(2C) ,14.18 (2C) ;MS (ESI,+ve) m/z:
1062.98 (M+18) .

[1137]  DMPHB-C12BMe - ¥R {4 -2-TG (+}[A] #£250) -
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(11381 i FHAEF XA Rl AR 181 AT IR I AL T, | H (R4 247 il &AL S W [l 4R 248 H (]
1R 249 F1H (] 44250 «

1 L/
O O
1130 Y\/\Mo 5l -

¥ #] 4k 248: R = C(O)H

18] 4k 249: R = CH,0OH

] 4k 250: R = CH,Br
[1140]  DMPHB-C12BMe- % -2-TG (1[f] f4:248) ' NMR (400MHz,CDC1,) 89.96 (s,1H),7.65
(s,1H),7.30(s,1H) ,5.37-5.27 (m,1H) ,4.33(dd,J=11.9,4.3Hz, 2H),4.19(dd,J=11.9,
6.0Hz,2H) ,2.67 (t,]=7.6Hz,2H) ,2.36 (t,]=7.2Hz, 2H),2.27(s,6H) ,1.98(s,1H) ,1.84
(p,J=7.5Hz,2H) ,1.71-1.59 (m,4H) ,1.48 (dd,J=10.3,5.3Hz,2H) ,1.36-1.30 (m,62H) ,
0.98(d,J=6.8Hz,3H) ,0.92(t, J=6.8Hz,6H) .
[1141]  DMPHB-C12BMe-OH-2-TG (H1 /] #£249) 'H NMR (400MHz,CDC1,) 6 7.12(d,J=6.4Hz,
2H) ,5.37-5.27 (m,1H) ,4.66 (s,2H) ,4.33(dd,J=11.9,4.7 Hz,2H) ,4.19(dd,]=12.2,
6.1Hz,2H) ,2.64 (t,]J=7.4Hz,2H) ,2.35(t,J=7.3 Hz,2H) ,2.19(s,6H) ,1.98(s,1H) ,1.83
(p,J=7.5Hz,2H) ,1.69-1.59 (m,4H) , 1.48(dd,J=10.3,5.3Hz,2H) ,1.29 (m,62H) ,0.98
(d,J=6.8Hz,3H) ,0.92(t,] =6.8Hz,6H) .
[1142]  DCPHB-C12BMe-OH-2-TG- &M (4[] #£255) :
(11431l HBERS & ot AR I8 LFTIR MURE e, 1 4 -2 -3, 5- —RURHBEARE 4-Fadk-
3,5- R HIEE, B [R] R 236 1 5% AL S W0 IRl Ak 254 Rl b A 44 255

OY\/\/’\/E/\/\/\/\
Cl 0O /[{i
[1144] /C[OT(\/\(“);}\AO OY-\/\/\/E/\/\/\/\
R Cl 9 0

¥ ] 4k 254: R = C(O)H
F ji] 4k 255: R = CH,OH

[1145]  DCPHB-C12BMe- [ -2- TG - &G (4 ] #6254) 'H NMR (400MHz,CDC1,) 89.93 (s,
1H) ,7.90 (s,2H) ,5.36-5.30 (m,5H) ,4.32-4.29 (dd,J=11.9,6.0Hz, 2H) ,4.18-4.14(dd,]
=11.9,6.0Hz,2H) ,2.73 (m,2H) ,2.34-2.31 (m,4H) ,2.03 (m,9H) ,1.63 (m,6H) ,1.31 (m,
54H) ,0.96 (m, 9H) .

[1146]  DCPHB-C12BMe-OH-2-TG- I ERME (['[7]#4:255) 'H NMR (400MHz, CDC1,)87.41 (s,
2H) ,5.39-5.31 (m,5H) ,4.71 (s, 2H) ,4.34(dd,J=11.9,6.0Hz, 2H),4.18(dd,]J=11.9,
6.0Hz,2H) ,2.36 (m,4H) ,2.06 (m,9H) 1.64 (m,4H) ,1.31 (m,58H) ,0.93 (m,9H) .

[1147]  DCPHB-C12B’BMe-OH-2-TG- ylilR1H (4 F]f4:258) -
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[1148] A BT XS & BT AR IS LTI R 7, M 4 -F0 0k -3, 5- “RURT AR 4-Fodk-
3,5- IS, th P AR 74 5 AL S R IR AR 25T AT [E] 4K 258

OY\/\/\/E/\/\/\/\
[1149] ,[:i:I: jr/\wzfxfylxwzﬂ\ /lxvf0x”/~\,/~\//xx,/\x==//\\,/\\,/x\,/x\

¢ i) 4k 257: R = C(O)H
¥ [a] 4k 258: R = CH,OH

[1150]  DCPHB-C12B’ BMe - -2-TG- AR MK (4111 #£257) 'H NMR (400MHz, CDC1,)89.95 (s,
1H) ,7.92 (s, 2H) ,5.40-5.32 (m,5H) ,4.35-4.31(dd,J=11.9, 6.0Hz,2H) ,4.21-4.16(dd,]
=11.9,6.0Hz,2H) ,2.72 (m,1H) ,2.55 (n,1H) ,2.36 (n,4H) ,2.16 (n,2H) ,2.08 (m,4H) ,1.63
(m,4H) ,1.31 (,58H) ,1.12 (m,J=6.8 Hz,3H) ,0.98 (m,]=6.8Hz,3H) ,0.92 (m,6H) .

(11511 DCPHB-C128’BMe-OH-2-TG- AR (11 #4£258) 'H NMR (400MHz, CDC1,)87.41 (s,
2H) ,5.38-5.32(m,5H) ,4.71(s,2H) ,4.34(dd,J=11.9,6.0Hz, 2H),4.18(dd,J=11.9,
6.0Hz,2H) ,2.35 (m,4H) ,2.06 (m,8H) 1.64 (m,4H) ,1.31 (n,59H) ,1.12(d,J=6.4Hz,3H),
0.98(d,J=6.4Hz,3H) ,0.90 (m,6H)

[1152]  CDMPHB- (OPNP) -C10BMe-2-TG- B (Hh 7] {4:206) -

OY\/\/\/E/\G%
5
0]

0 L
5
HO 0 o
+ ] 4k 189
(0] Cl
[1153] ,I::]/ T
O;N

it=Z, DCM Y\/\NE/\H;\
O’ + i 4k 206

[1154] 752248 Hh[AIAR206 ) & ik o

[1155]  7E0°CF , 4MNE (0.52mg, 6. 63mmol) i ¥ 3 o (] 44189 (2. 4g, 2.21mmol) N
4- Tl 3 R HE S R IE (1.33g,6.63mmol) F-DCM (20mL) H i B #E VAW R o BT 19 IR SR A4
PRSI T S /INIE o e S BITR 5 W0k i, 28 5 FHZK (50mL) FioBe o KR S Y M 4R g (3x
50mL) ZEHL, I HAF & I BB HLZ LB AN T 15 0 08T IR 4 o 49 P 45 i IR ) TR e ¢ 1 92
(9% 2R 2. T/ T hoe) 4lifk, , 13 31 5 % 3 € IR W (6 7 71 #4206 (1. 5,53 %) o 'H NMR (400
MHz,CDC1,) 68.33 (d,J=9.2Hz,2H) ,7.44 (d,J=9.2Hz,2H) ,7.19 (s, 2H) 5.38-5.32(m,
5H) ,5.25(s,2H) ,4.35(dd,J=12.0,4.4Hz,2H) ,4.21 (dd,J=12.0, 6.0Hz,2H) ,2.66-2.63
(t,J=7.6Hz,2H) ,2.40 (m,4H) ,2.20 (s,6H) ,2.05(d,J= 5.2Hz,8H) ,1.84 (m,2H) ,1.61 (s,
4H) ,1.46 (m,2H) ,1.33 (m,46H) ,0.98(d,J= 6.4Hz,3H) ,0.93 (t,J=13.2Hz,9H)
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[1156]  CDMPHB- (OPNP) -C8B8Me-2-TG- RS (1 [d]44207) -
[1157] i B4 XA Rl R T2 206 BT A2 5, AR 1A 204 #1240 & b (a4 207

Y\/\/\/E/\f.j;\
[1158] ‘vjfjlm/\/xJLVJ\Ji/\WAVAM/\/\_jAHﬁ\
/@’ ¥ il 4k 207
O;N

[11591  'H NMR (400MHz,CDC1,) 88.31 (d,J=8.8Hz,2H) ,7.42(d,J=8.8Hz, 2H),7.17 (s,
2H) 5.40-5.29 (m,5H) ,5.23 (s,2H) ,4.34(dd,J=11.9,4.3Hz,2H) , 4.19(dd,J=11.9,
5.9Hz,2H) ,2.66-2.63 (m,2H) ,2.39 (m,4H) ,2.20(s,9H) ,2.03 (m,8H) ,1.81(s,2H) ,1.61
(m,6H) ,1.57 (m,2H) ,1.33 (m,40H) ,0.97 (d,J=6.4Hz, 3H),0.90 (t,]J=6.8Hz,6H) ;'°C NMR
(101MHz,CDC1,) 8173.18(2C) ,172.19 (1C),170.72(1C) ,155.58 (1C) ,152.44 (1C) , 148.87
(10) ,145.47 (1C) ,131.57 (1C),130.83(2C),130.03(2C) ,129.71(20),129.11 (2C) ,
125.26(2C) ,121.77 (2C),70.55(1C) ,68.93 (1C) ,62.15(2C) ,41.66 (1C) ,34.04 (2C) ,
33.98(1C),31.90 (2C),30.55(1C),30.30(1C) ,29.77-29.11 (18C) ,27.23(2C) ,27.18
(1C) ,24.85 (20),22.66(20) ,19.82(1C) ,19.54(1C) ,16.49 (2C) ,14.19 (2C) ;MS (ESI,+ve)
m/z:1108.13 (M+18) »

[1160]  CDMPHB- (OPNP) -C10B’ BMe-2-TG- JlIFREE (1 [A]{4208) ;

[1161] e FA XS & B TR 206 BRI AR T , Hi A E) AR 1831 5 Ak & 9+ H) 44 208

ﬁﬁwﬁmf»f&:/$ﬁ\

[1162] Miijiw(\r\/EJLvA~J;/Tr\/ﬂvﬂvﬂx_/$r\
owjiir I ¥ i 4k 208

[1163]  'H NMR (400MHz,CDC1,) 68.31 (d,J=8.8Hz,2H) ,7.42(d,J=8.8Hz, 2H),7.19(s,
2H)5.38-5.32 (m,5H) ,5.25(s,2H) ,4.34(dd,J=11.9,4.3Hz,2H) , 4.19(dd,J=11.9,
5.9Hz,2H) ,2.64-2.63 (m, 1H) ,2.48-2.46 (m, 2H) ,2.36 (t,J= 6.0Hz,5H) ,2.21 (s,6H) ,
2.14 (m,2H) ,2.04 (m,6H) ,1.65 (m,4H) ,1.33 (m,50H) , 1.09(d,J=6.4Hz,3H) ,0.97(d,]=
6.4Hz,3H) ,0.90 (t,J=6.8Hz,6H) ;'°C NMR (101MHz,CDC1,) 8173.18 (2C) ,172.19 (1C) ,
170.72(1C) ,155.58 (1C) , 152.44 (1C) ,148.87 (1C) ,145.47 (1C) ,131.57 (1C) ,130.83
(20) ,130.03(2C) , 129.71(2C) ,129.11(2C) ,125.26 (2C) ,121.77 (2C) ,70.55 (1C) ,68.93
(10) ,62.15 (2C) ,41.66 (10) ,34.04 (20) ,33.98(1C) ,31.90 (20) ,30.55 (1) ,30.30 (1C)
29.77-29.11(20C) ,27.23 (2C) ,27.18(2C) ,24.85(2C) ,22.66 (2C) ,19.82(1C) , 19.54
(10),16.49 (20) ,14.19 (20) :MS (EST, +ve) m/z:1150. 15 (M+18) .

[1164]  CDMPHB- (OPNP) -C8B’ BMe-2-TG- JHifR i (Hh [A]1£209) ;

(11651 fdf FER X & B (AR 206 BTk T » £ P AR 180 # AL S P Il i 209
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Y\/\/\/E/W\

0.
8 1
[1166] \/@;OMO Om/\/\/\/E/\Hg\
O o o] (@]
O/ bl # fd) $k 209
OsN -

[11671  'H NMR (400MHz,CDC1,) 88.31(d,J=9.2Hz,2H) ,7.41(d,J=9.2Hz, 2H),7.17 (s,
2H) ,5.41-5.30 (m,5H) ,5.23 (s,2H) ,4.34(dd,J=11.9,4.3Hz,2H) , 4.19(dd,J=11.9,
5.9Hz,2H) ,2.66-2.61 (n,1H) ,2.48-2.45 (n,1H) ,2.36 (t,] =6.0Hz,4H) ,2.15(s,6H) ,
2.03 (m,6H) ,1.58 (m,4H) ,1.24 (m,50H) ,1.08(d,J =5.2Hz,3H) ,0.98(d,J=5.2Hz,3H) ,
0.90 (t,J=6.8Hz,6H) ;'°C NMR (101 MHz,CDC1,) 8173.20 (2C) ,172.05 (1C) ,170.61 (1C) ,
155.58 (1C) ,152.44 (1C) , 148.84(1C) ,145.47 (1C) ,131.60 (1C) ,130.81 (2C) , 130.04
(20) ,129.71(20), 129.13(2C) ,125.28(2C) ,121.78(2C) ,70.55 (1C) ,69.01 (1C) ,62.13
(20) ,41.65 (1C),34.04 (20),33.98(1C) ,31.90 (2C) ,30.55 (1) ,30.51 (1C) ,29.77-29.11
(190) ,27.24 (2C) ,27.19(10) ,24.85 (20) ,22.67 (2C) ,19.90 (10) ,19.71 (10), 16.51(20) ,
14.20 (20) ;NS (EST,+ve)m/z:1122.06 M+18) .

[1168]  CDMPHB- (OPNP) -C12a’ BMe-2-TG (H[a]#£225) :

(11691 f FEF T B AR 206 BTk T » £ P )44 134 AL S )i 225

O
j;\%
0 L
(@) (@]
1170
/O/O\H,O (@] O
¥ i) 4k 225
O,N ©

(11717 'H NMR (401MHz,CDC1,) 68.29-8.24 (m,2H) ,7.41-7.35(m,21) ,7.14 (s,2H) ,5.27
(m,1H) ,5.21 (s,2H) ,4.29(dd,J=11.9,3.9Hz,2H) ,4.14 (dd,J= 11.9,6.0Hz,2H) ,2.74
(m,1H) ,2.33(dd,J=14.8,5.8Hz, 1) ,2.30 (t,]=7.5 Hz,4H) ,2.16 (s,61) ,2.12(dd, ] =
14.8,8.3Hz,11) ,1.99-1.81 (m,2H) ,1.66- 1.50 (m,5H) ,1.47-1.17 (n,60H) ,1.35(d,J=
7.0Hz,3H) ,0.93(d,J=6.6Hz, 3H),0.87 (t,J=6.9Hz,6H) ;"°C NMR (101MHz,CDC1,) 8174.4
(©),173.4(2C; ©),172.4(0) ,155.7(C) ,152.6(C) ,148.9(C) ,131.6 (C) ,130.9 (2C;C) ,
129.3(2C; CH) ,125.4 (2C;CH) ,121.9 (2C;CH) ,70.7 (CH,) ,69.0 (CH) ,62.3 (2C;CH,) ,41.8
(CH,) ,39.9 (CH) ,36.8 (CH,) ,34.2 (2C:CH,) ,33.8 (CH,) ,32.1(2C;CH,) ,30.5 (CH),29.87
(CH,) ,29.83 (6C:CH,) ,29.79 (4C;CH,) ,29.75 (2C;CH,) ,29.66 (2C; CH,) ,29.60 (2C:CH,) ,
29.5(2C:CH,) ,29.4 (2C;CH,) ,29.3 (2C:CH,) ,27.5 (CH,) ,27.0(CH,) ,25.0(2C;CH,) ,22.8
(2C;CH,) ,19.7 (CH,) ,17.5(CH,) ,16.6 (2C;CH,) ,14.2(2C;CH,)

[1172]1  CDMPHB- (OPNP) -C12a’ BMe-2-TG- JHFR g (1A #£242) ;

(11781 f FER T & B AR 206 BTk R T » £ P ) AR 240 AL S )i 242
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0 0O —
[1174] \/Iifj:\jrl“V"ﬁﬁ}“fJLo 5
O 9] 0 0]
/©/ T P il 4k 242
O-N <

[11751  'H NMR (400MHz,CDC1,) 88.29 (d,J=9.2Hz,2H) ,7.40 (d,J=9.2Hz, 2H),7.27 (s,
2H) ,5.35-5.26 (m,5H) ,5.23 (s,2H) ,4.32-4.28(dd,J=11.9,4.3Hz, 2H) ,4.18-4.13(dd,]J
=11.9,6.0Hz,2H) ,2.75(m,1H) ,2.34(t,J=7.4Hz,5H) , 2.17(s,6H) ,2.03 (p,J=7.2,
6.6Hz,8H) ,1.86 (m,2H) ,1.63(q,J=7.3Hz,4H) , 1.49-1.09 (m,57H) ,0.95(d,J=6.8Hz,
3H) ,0.89 (t,J=6.8Hz,6H) ;'°C NMR (101MHz,CDC1,) 8173.35(2C) ,172.38 (1C) ,171.46
(1C) ,155.55(1C) ,152.46 (1C) ,148.80(1C) ,145.42(1C) ,131.52(1C) ,130.84 (1C) ,
129.19(20) ,125.27 (2C),121.78(2C) ,70.60 (1C) ,68.83 (1C) ,62.17 (2C) ,41.73 (1C) ,
36.71(1C), 34.08(20),31.97(2C),30.39(1C) ,29.74-29.16 (27C) ,27.24(2C) ,27.19
(20), 26.76(1C),25.07 (1C) ,24.89 (2C) ,22.74(2C) ,19.59 (1C) ,16.45(2C) ,14.17 (2C) ;
MS (EST,+ve)m/z:1178.26 M+18)

[1176]  CDMPHB- (OPNP) -C12BMe-2-TG- yliE& G (P 7] 14246) -

(11771 A XS & RGP (A4 206 BT (R ST HH HR TRl AR 244 ) s A S P TR 4 246

OW\/\/\z/\H/\
0 5
0 L/
0 o} —
[1178] ) O\/‘f;i WO M\
O T 4 6] 4k 246
O.N ©

[11791  'H NMR (400MHz,CDC1,) 88.32(d,J=8.7Hz,2H) ,7.42(d,J=8.9Hz, 2H),7.19(s,
2H) ,5.38-5.32 (m,5H) ,5.25 (s,2H) ,4.33(dd,J=12.0,4.4Hz,2H) , 4.18(dd,J=12.0,
6.0Hz,2H) ,2.65(t,J=7.6Hz,2H) ,2.35 (t,J=7.4Hz,5H) , 2.20(s,6H),2.04(q,]=
6.6Hz,8H) ,1.83(p,J=7.5Hz,2H) ,1.71-1.52 (m,4H) , 1.52-1.02 (m,54H) ,0.95(d,]J=
6.4Hz,3MH) ,0.89 (t,J=6.8Hz,6H) ;'°C NMR (101MHz,CDC1,) 8174.25 (1C) ,173.20 (2C) ,
172.26 (1C) ,155.56 (1C) ,152.44 (1C) ,148.82(1C) ,145.45(1C) ,131.55(1C) ,130.83
(1) ,130.02(2C) ,129.71 (20),129.11(20) ,125.27 (2C) ,121.78(2C) ,70.57 (1C) ,68.88
(1C) ,62.17(20), 41.70(1C),39.77 (1C) ,36.70 (1C) ,34.04 (2C) ,33.65 (1C) ,31.91 (20) ,
30.36 (1C), 29.78-29.11(19C),27.41 (1C) ,27.23(20) ,27.19(20) ,26.91 (1C) ,24.86
(20), 22.68(2C) ,19.57(1C) ,17.37(1C) ,16.39(2C) ,14.09 (2C) ;MS (EST,+ve) m/z:
1164.16 M+18) .

[1180]1  CDMPHB- (OPNP) -C12BMe-2-TG (Ff]A]{£251) -

11811 fs FA XS & b (B AR 206 T IR [ FE T , H R (E] k249 1l 45 Ak & 0 b (14 251
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0 @) @] O
J O i 4 281
O-N Q

[1183]1  'H NMR (400MHz,CDC1,) 88.32(d,J=8.7Hz,2H) ,7.43 (d,J=8.9Hz, 2H),7.20 (s,
2H) ,5.32(s,2H) ,5.26 (m,1H) ,4.33(dd,J=11.9,4.3Hz,2H) ,4.19 (dd,J=11.9,6.0Hz,
2H) ,2.67 (t,J=7.4Hz,2H) ,2.36 (t,J=7.3Hz,2H) ,2.22 (s,6H) ,1.98 (m,2H) ,1.84 (m,
2H) ,1.60 (m,5H) ,1.29 (m,62H) ,0.98(d,J=6.8 Hz,3H) ,0.92 (t,J=6.8Hz,6H) ; '°C NMR
(101MHz,CDC1,) 6173.35 (20) , 172.38(1C) ,171.46 (1C) ,155.55 (1) ,152.46 (1C) ,148.80
(1C) ,145.42(1C), 131.52(1C),130.84 (1C) ,129.19(2C) ,125.33 (2C) ,121.84 (2C) ,70.60
(1C), 68.83(1C) ,62.17 (1C) ,41.73(1C) ,36.71 (1C) ,34.08(20) ,31.97 (20) ,30.39 (1C) ,
29.74-29.16 (27C) ,26.95(1C) ,25.15(1C) ,24.89 (2C) ,22.74 (20) ,19.59 (1C) , 16.45
(2C) ,14.17 (2C) ;MS (EST,+ve) m/z:1112.05 (M+18) »

[1184]  CDMPHB- (OPNP) -C10BMe-2-TG (1[a]4£253) -

[1185] i RS & B AR 206 BT iR AR /5 » B R IR AR 14611 2% 4k S rh e 4k 253

c>

[1186] \/ﬁi W/\/W /l/\,
O/ # i) 4k 253
O,N

(11871 'H NMR (401MHz,CDC1,) 88.30-8.24 (m,2H) ,7.41-7.35(m,2H) ,7.15 (s,2H) ,5.27
(m,1H) ,5.21(s,2H) ,4.29(dd,J=12.0,4.1Hz,2H) ,4.15(dd,J=11.9, 6.0Hz,2H) ,2.61
(t,J=7.6Hz,2H) ,2.33(dd,J=14.7,5.8Hz,1H) ,2.31 (t,J=7.4 Hz,4H) ,2.16 (s,6H) ,
2.13(dd,J=14.7,8.3Hz,1H) ,1.95 (m,1H) ,1.84-1.74 (m, 2H),1.65-1.55 (m,4H) ,1.49-
1.16 (m,56H) ,0.94 (d,J=6.6Hz,3H) ,0.88 (t,J= 6.9Hz,6H) .

[1188]  CDCPHB- (OPNP) -C12BMe-2-TG- JHEEHE (F1 6] 44256) -

(11891t FA&H XS & B [ 206 BT IR AR T , H HH B) A4 2558 2 Ak &9+ ) A 256

Y\/\/\/\:/\Hg\
[1190] \/@: 7(\/\91\)‘\ L \H/M/\H/\
/@’OE/ ' 1d] 4k 256
O,N

[11911  'H NMR (400MHz,CDC1,) 68.35-8.32 (d,J=8.8Hz,2H) ,7.49 (m,4H) , 5.34 (m,5H),
5.26(s,2H) ,4.35-4.31(dd,J=11.9,4.3Hz,2H) ,4.20-4.16 (dd,J= 11.9,5.9Hz,2H) ,
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2.73(t,J="17.6Hz,2H) ,2.38 (m,6H) ,2.05 (m,9H) ,1.30 (m, 58H),0.93 (m,9H) .
[1192]  CDCPHB- (OPNP) -C12B’ BMe-2-TG- MR Mg (HH [A]44259) :
[1193] i B4 XA pl R T2 206 BT i A2 5, HH AR IR 258 il 24k & b [a] 4 259

OY\/\/\/E/\H/\
0 5
Cl O L
] o} o
[1194] . O\/Ej WO M
/©/ 7; S & i 4k 259

O;N
[11951  'H NMR (400MHz,CDC1,) 88.33-8.30(d,J=9.2Hz,2H) ,7.51 (m,4H) , 5.31 (m,5H) ,
5.24(s,2H) ,4.33-4.29(dd,J=11.9,4.3Hz,2H) ,4.18-4.11(dd,J= 11.9,5.9Hz,2H) ,
2.71 (m, 1H) ,2.50 (m, 1H) ,2.38 (m,6H) ,2.15 (m,2H) ,2.06 (m, 8H) ,1.30 (m,56H) ,1.11(d,J
=6.4Hz,3H) ,0.96 (d,J=6.8Hz,3H) ,0.88 (m, 6H) .
[1196]  CPHB- (OPNP) -C10-2-TG (P [A]{4274) -
(11971 fdf FA&E XS & B TR 206 TR AR T , Hi H (AR 272 8 Ak S 9 R A 274

)J\O
[1198] /\O\o WO/K/ O\H/\H/

¥ ia] 4k 274

[11991  'H NMR (400MHz,CDC1,) 68.30-8.23 (m,2H) ,7.49-7.43 (m,2H) ,7.41 -7.35(n,2H) ,
7.15-7.09 (m,2H) ,5.28(s,2H) ,5.26 (m, 1H) ,4.30(dd,J=11.9, 4.3Hz,2H) ,4.15(dd,]J=
11.9,5.9Hz,2H) ,2.56 (t,J=7.5Hz,2H) ,2.32(t,J= 7.5Hz,2H) ,2.31 (t,J=7.5Hz,4H) ,
1.79-1.71 (m,2H) ,1.66-1.55 (m,6H) , 1.45-1.20 (m,56H) ,0.87 (t,J=6.9Hz,6H) ;'°C NMR
(101MHz,CDC1,) 8 173.5(2C;C) ,173.0(C) ,172.3(C) ,155.6(C) ,152.6 (C) ,151.4(C),
145.5(C), 131.8(C),130.2(2C;CH) ,125.4 (2C;CH) ,122.2(2C;CH) ,121.9 (2C;CH) ,70.4
(CH,) ,69.0(CH) ,62.2(2C;CH,) ,34.5(CH,) ,34.3 (CH,) ,34.2(2C;CH,) ,32.1 (2C;CH,)
29.82(6C;CH,) ,29.78 (4C;CH,) ,29.75 (2C;CH,) ,29.6 (2C;CH,) , 29.5(2C;CH,) ,29.4 (2C;
CH,) ,29.24 (2C;CH,) ,29.21 (2C;CH,) ,29.17 (CH,) , 29.11(CH,) ,24.98 (2C;CH,) ,24.96
(CH,) ,24.94 (CH,) ,22.8 (2C;CH,) ,14.3 (2C; CH,) .

[1200]  C10-fi8-2-TG- JhFERHER (h[F]44275) -

195



N 115348864 A W OB P 189/267 T

sheE

Aribe + w0l .
cl 6 Cl CH,Cly, 46%

[1201]

W a4k 275
[1202] 77 ZR48-A. FH[AMA275/ & -
[1203] >} %% £ (0.86mL,4.03mmol) ¥ NE|HE{A112 (500mg,0.81mmol) FIALAE
(0.65mL,8.05mmol) F-CH,C1, (5.0mL) HAJIREPH A BT AR & WTE =R T i dE2/h e, 48
J& FH2N HCL/KVETRIR I . B2 R R¥ER Y, It IR A 1R CE A A I B HLUZ
R AN T, 1 U8 IR S IR AR B TR A W R R I AR A 5k (Biotage
Isolera,40g,Siliasep #) {4 HIE ki FIELOAC (BEEE; 1:0Z82: 3) Sk4lifh , 153 2 TG Pk
Yoy ) 44275 (298mg , 46 %) <UPLC4 AP-MS: (BEHBK % 1£70%295) :R, =3.53 min.,96%
(ELS) oMS (ESIpos) m/z=822.8 (M+H,0+H) *. 1H NMR (400MHz, CDC1,) :8 (ppm) =5.40-5.22
(m,5H) ,4.29(dd,J=4.4,11.9Hz,2H) ,4.14(dd, J=5.9,11.9Hz,2H) ,2.46-2.26 (m,9H) ,
2.06-1.96 (m,7H) ,1.68-1.53 (m,9H) , 1.40-1.18 (m,51H) ,0.87 (t,J=6.8Hz,6H) ."°C NMR
(100MHz,CDC1,) : 8 (ppm) =179.3,173.42,173.40,173.0,172.9,169.6,130.1,129.8,
69.0,62.2,35.4,34.3, 34.2,34.0,32.0,29.9,29.83,29.79,29.75,29.7,29.5,29.3,
29.24,29.21,29.17, 29.11,29.10,29.0,27.4,27.3,25.0,24.8,24.3,22.8,14.2,
[1204]  C6-FZ-2-TG- iR Hs (hIR)1£276) -

o}
o o B T e S EDC, DMAP
Adow = o C ey
" < OY\/\/\/E/\/\/\/\ Gl ey 00
5 E
b ja] 4R 112 (1,3-DG- i #% &5)
[1205]
OY\/\/\/\:/\/\/\/\
1, C
Hom/\/\)j\o OWNE/W\A
@) 0]
W ] 4k 276

[1206] 77 %249 K276 )G o

[1207]  ¥44- (—FREIE) AIEAE (59.0mg, 0. 483mmol) MIN- (3- —FH G-I &E) -N/- 2.3
T (EDC * HC1,232mg, 1.21mmol) S NE| 2 —#& (141mg,0.966 mmol) FNr[a] {A112
(300mg,0.483mmo1) F-CH,C1, (15mL) H IR A, KR & WAE =R B HiPk405 Bl 0
P FHCH,CT, (15mL) #5FE , V8 IR JIR I 4418 & 0 R e 4 o J i Ak Ji 0 18505 (10 %6 2820 % L1
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CT/ ) ZiAk 79 3 2 0 iR P01 1) #4276 (199mg ,55%) 5 'H NMR (401MHz ,CDC1,) 8
5.40-5.22 (m,5H) ,4.30(dd,J=11.9,4.3Hz,2H) ,4.14(dd,J=12.1,5.7Hz, 2H),2.41-
2.33(m,4H) ,2.31 (t,J=7.6Hz,4H) ,2.05-1.97 (n,81) ,1.71-1.55 (m,8H),1.41-1.17 (m,
40H) ,0.88 (t,J=6.9Hz,6H) ; °C NMR (101MHz, CDC1,)8173.5(2C;C),172.4(C),130.2 (2C;
CH) ,129.9 (2C;CH) ,69.3 (CH) , 62.2(2C;CH,) ,34.1(3C;CH,) ,33.8(CH,) ,32.0(2C;CH,) ,
29.9(2C;CH,) ,29.8 (2C;CH,) ,29.7 (2C;CH,) ,29.5 (4C;CH,) ,29.31 (2C;CH,) ,29.25 (2C;
CH,) , 29.2(2C:CH,) ,27.4 (2C;CH,) ,27.3 (2C;CH,) ,25.0 (2C:CH,) ,24.3 (CH,) ,24.1 (CH,) ,
22.8(2C;CH,) ,14.3 (2C;CH,) 57 : 7£"°C NMRIHE ip 8 WS BRI IIE 1015 5

[1208]  C8-F&-2-TG-JHERHE (P IRIA27T) -

OYWMW

0 LO,

[1209] HOY\/\/\)\O O\I(\/\/\/E/\/\N\
O 0]

P iE 4k 277
(12101 fEHI5 & R TR AR 276 iR FEALU J7 i vh 2 IR AT o [ 44 1124 2% v 18] 44277 . 38
R L (10% £20% LR A5/ Cke) gitk , 15 2] 20 G pRY i el {4277 (166mg ,
66%) : 'H NVR (401MHz,CDC1,) 85.40-5.20 (n,5H) ,4.29 (dd,J=11.9,4.4Hz,2H) ,4.14 (dd,
J=11.9,5.9Hz,2H) ,2.37- 2.27 (m,8H) ,2.08-1.94 (m,8H) ,1.69-1.54 (m,8H) ,1.43-1.19
(m,44H) ,0.88 (t,J=6.9Hz,6H) ;'°C NMR (101MHz,CDC1,) 8179.7 (C) ,173.4 (2C;C) ,172.8
(€) ,130.1(2C;CH) ,129.8 (2C;CH) ,69.0 (CH) ,62.1 (2C;CH,) ,34.10 (CH,) , 34.08(2C:CH,) ,
34.0(CH,) ,32.0(2C;CH,) ,29.84 (2C;CH,) ,29.77 (2C;CH,) , 29.6 (2C;CH,) ,29.4 (4C;CH,) ,
29.24(2C;CH,) ,29.18 (2C;CH,) ,29.15(2C; CH,) ,28.74 (CH,) ,28.72(CH,) ,27.3 (2C;CH,) ,

27.2(2C;CH,) ,24.9(2C;CH,) , 24.7 (CH) ,24.5(CH,) ,22.8 (2C;CH,) ,14.2 (2C;CH,) .
[1211]  DMPHB (OH) -C5bMe-2-TG- JHER g (Fh[a]4279) -
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RO ‘:P ]‘B—]{$131: R =H = TBSCI‘ "*"ﬂ:t

CH,Cly, 93%

OH ¥ H4k132: R=TBS =—

Cq7Ha3
CH,Cl,, 98%

0
M
[1212] ¥ 4] 4K 210 jc])/

0
RO 0 0 L
A N 07 ok
AL
O\H/C1?H33
0

P A4k 278: R = TBS —

0 0

EDC, DMAP J\)\/U\ o
HO 0

0

Cy7H33

10-CSA,
CH,Cl,/MeOH, 88%

P 4K279: R=H =
[1213] 55250, R AR279H) & ik
[1214]  f54- (—HFIE) ki (DMAP, 34 . 4mg,0.282mmo1) FIEDC * HC1 (108 mg,0.563mmol)
7S N3 b a]44210 (211mg , 0. 282mmo1) HIH[A]{£132 (75.0 mg,0.282mmol) F-CH,C1, (15mL) H*
R, FERR A WIAE IR T IRELT /NI o4 S R FHCH,CL, (10mL) R , Vs DDA e 5 K%
TR YIRS R i o R 18 (6% £10% LR 28/ O be) 2k, 45 31 5 o 6 iR )
FilA A 278 (276mg,98%) 5'H NMR (401MHz,CDC1,) 87.00 (s, 2H) ,5.40-5.26 (m, 5H) ,4.65
(s,2H) ,4.32(dd,J=11.8,4.0Hz,2H) ,4.15(dd,J=11.9,6.0Hz,2H) , 2.71(dd,J=14.9,
5.4Hz,1H) ,2.66-2.49 (m,3H) ,2.37 (dd,J=15.1,7.4Hz, 1H),2.30(t,J=7.5Hz,4H) ,2.13
(s,6H) ,2.08-1.93 (m,8H) ,1.67-1.53 (m, 4H),1.40-1.18 (m,40H) ,1.15(d,J=6.4Hz,3H),
0.94(s,9H) ,0.88 (t,J=6.9 Hz,6H) ,0.10 (s,6H) ;'°C NMR (101MHz,CDC1,) 6173.4 (2C;C) ,
171.4(C), 170.2(C),147.0(C) ,139.0(C) ,130.1(2C;CH) ,129.9 (2C;CH) ,129.8(2C;C) ,
126.4 (2C;CH) ,69.4 (CH) ,64.6 (CH,) ,62.2 (2C;CH,) ,40.7 (CH,) ,40.3 (CH,) , 34.1(2C;CH,) ,
32.0(2C:CHy ,29.9(2C:CH,) ,29.8(2C;CH,) ,29.7 (2C;CH,) , 29.5 (4C;CH,) ,29.30 (2C;
CH,) ,29.25 (2C;CH,) ,29.22 (2C5CH,) ,27.5(CH) , 27.4(2C;CH,) ,27.3 (2C;CH,) ,26.1 (3C;
CH,) ,25.0(2C;CH,) ,22.8 (2C;CH,) , 19.9(CH,) ,16.7 (2C;CH,) ,14.3 (2C;CH,) ,-5.1 (2C;
CH,) «
[1215]  $10-FE 2 (13.0mg,0.0547mmol) ¥R & a1 4278 (273mg,0.274 mmol) ]
CH,C1, (3mL) FIMeOH (3mL) H, H-Kr iR &M 1E S I T HiFE— /N o K S N4 HICH,CL, (40mL) #;
B, I AINaHCO, /K VAT ER /K (540 mlL) BEVR , 1% MgS0,) FHHs s ik 4 , 15 2K 4 - il i
T il (20 % LR 218/ T ) 4k, 15 5 2 T8 (iR 6 Hh 18] 44279 (213mg,88%) 5 'H
NMR (401MHz,CDC1,) 87.05 (s, 2H) ,5.39-5.25 (m,5H) ,4.58 (s, 2H) ,4.312/4.310 (%dd,]J
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=11.9,4.2Hz,2H) ,4.138/4.134 (%dd,J=11.9,6.0Hz,2H) ,2.72(dd, J=14.9,5.2Hz,
1H) ,2.65-2.48 (m,3H) ,2.36 (dd,J=15.2,7.2Hz,1H) ,2.30 (t, J=7.6Hz,4H) ,2.13 (s,
6H) ,2.06-1.93 (m,8H) ,1.65-1.54 (m,4H) ,1.39-1.18 (m,40H) ,1.14(d,J=6.4Hz,3H) ,
0.87 (t,J=6.9Hz,6H) ; °C NMR (101MHz, CDC1,) 8173.3(2C;C),171.4(C),170.1(C) ,147.6
(CH) ,138.6 (CH) ,130.2(2C; CH) ,130.1(2C;CH) ,129.8(2C;CH) ,127.3 (2C;CH) ,69.3 (CH) ,
64.9 (CH,) , 62.2(2C;CH,) ,40.7 (CH,) ,40.2 (CH,) ,34.1(2C;CH,) ,32.0(2C;CH,) ,29.9 (2C;
CH,) ,29.8(2C;CH,) ,29.6 (2C;CH,) ,29.4 (4C;CH,) ,29.3 (2C;CH,) ,29.20 (2C; CH,) ,29.17
(2C;CH,) ,27.5 (CH) ,27.31 (2C;CH,) ,27.26 (2C;CH,) ,24.9 (2C; CH,) ,22.8(2C;CH,) ,19.8
(CH,) ,16.6 (2C;CH,) ,14.2 (2C;CH,)

[1216]  TML-C5bMe- % -2-TG ([} #4154)

B
CqsH34 EDC*HCI, DMAP
TBSO o -
o \rrcwH31 CH,Cl,, 77%
+ jd] 4k 106 ,?WM o
[1217] 0 o % i 4k 280: R = CH,OTBS j

X
Owo{o C15H31 \F Iﬁ]ﬁi 281:R = CHZOH j )
"
(@] é
¥+ 4k 154: R = CO,H

/) 10-CSA, CH2Cl/MeQOH, 89%; ii) PCC,
CH,Cly; iii) KMnOy, # &1 /H,0, 80% (2 )

[1218]  J5Z&51. Hh AR 154 1] & ik

(12191 $54- (ZHZIE) itkrE (DMAP, 3. 4mg,27 . 8umol) FIEDC « HC1 (13.2mg,69.6umol) ¥s
a4 (19. 4mg, 27 . 8umol) FAH A £ 106 (10.8mg,33.4 mmol) T-CH,C1, (1mL) H FR¥ET
H, #h/ﬁé PIAE 2R T H =R o K SO FHCH,C1, (5mL) ﬁﬂ,ﬁ?bnﬁiﬂxﬁh@ YUk
Wi B IR Ot G% ET7.5% LR LR/ k) éfEch,fn—éUE%ézﬂaﬁw@JEﬁt{ﬂlEﬂﬁs28o
(21.4mg,77%) ;'H NMR (400MHz,CDC1,) 66.80 (d, J=1.8Hz,1H) ,6.52(d,J=1.7Hz, 1H) ,
5.30 (m,1H) ,4.316 (dd,J=11.9,4.2Hz,1H) ,4.310(dd,J=11.9,4.2Hz,1H) , 4.14(dd,]J=
11.9,6.0Hz,2H) ,3.49 (t,J=7.3Hz,2H) ,2.67-2.43 (m,4H) ,2.51 (s,3H),2.34(dd,J=
14.9,7.2Hz,1H) ,2.31 (t,J=7.3Hz,4H) ,2.22(s,3H) ,2.02 (t,J=7.8Hz,2H) ,1.66-1.54
(m,4H) ,1.45(s,6H) ,1.35-1.18 (m,48H) ,1.13 (d,]J=6.4Hz,3H) ,0.88(t,J=6.8Hz,6H) ,
0.84 (s,9H) ,-0.03 (s,6H) ;'°C NMR (101MHz,CDC1,) 6173.4(2C;0) ,171.5(C) ,171.4(C) ,
149.7(C) ,138.5(C), 136.1(C),134.2(C),132.5(CH) ,123.1(CH) ,69.3 (CH) ,62.2 (2C;
CH,) ,60.9 (CH,) ,46.1(CH,) ,41.3(CH,) ,40.7(CH,) ,39.1(C),34.2(2C;CH,) ,32.1 (2C;
CH,) ,32.0 (2C;CH,) ,29.84 (6C;CH,) ,29.81 (4C;CH,) ,29.76 (2C;CH,) ,29.6 (2C;CH,) ,29.5
(2C;CH,) ,29.4 (2C;CH,) ,29.3 (2C:CH,) ,27.3 (CH) ,26.1 (3C; CH,) ,25.4 (CH,) ,25.0 (2C;
CH,) ,22.8(2C:CH,) ,20.3 (CH,) ,19.9(CH,) ,18.4 (C) ,14.3(2C;CH,) ,-5.2(2C;CH,) ;ESI-
HRMS : CyoH, o oNaOySi [M+Na [ 71 54 491023 7655 ; SLMIE H1023. 7643

60°"108
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[1220]  Rf10- et (1. 5mg, 6. 29umol) 7N JH2 H 7] #4280 (21 Omg , 21 . Oumo)  fRJCH,CI,
(0.5mL) FIMeOH (0. 5mL) H1 , I VR AW TE iR R ek — /N oK s N FK (5mL) # g, IF
HHZ R T8 (3 X 15mL) ZEEUK = & I A HLA U F Y FINaHCO, KV HURT 37K (5%
30mL) ek, T-15 (MgS0,) s Ik 4 , 13 2R W) o il i e JI 37 (10% 2220% LR L B/
OV k) lifh, 7930 2 T0 AR ) ] 44281 (16, 5mg ,89%) s 'H NMR (400MHz,CDC1,) 8 6.82
(dd,J=1.4,0.5Hz,1H) ,6.53(d,J=1.4Hz,1H) ,5.29 (m,1H) ,4.317(dd,] =11.9,4.3Hz,
1H) ,4.314(dd,J=11.9,4.3Hz,1H) ,4.15(dd,J=11.9,6.0Hz, 1H),3.53(t,J=7.3Hz,
2H) ,2.72-2.45 (m,4H) ,2.52(s,3H) ,2.37(dd,J=15.2, 7.0Hz,1H) ,2.33-2.27 (m,4H) ,
2.23(s,3H) ,2.05(td,J=7.1,2.5Hz,2H) ,1.66 -1.55(m,4H) ,1.48(s,3H) ,1.47 (s,3H),
1.36-1.19 (m,48H) ,1.13(d,J=6.5 Hz,3H) ,0.88(t,J=6.9Hz,6H) ;'°C NMR (101MHz,
CDC1,) 8173.5(2C;C), 171.8(C) ,171.5(C) ,149.7(C) ,138.6(C) ,136.3(C) ,133.9(0),
132.6(CH) ,123.3 (CH) ,69.4 (CH) ,62.2 (2C;CH,) ,60.6 (CH,) ,45.9 (CH,) ,41.3 (CH,) ,40.7
(CH) , 39.2(C),34.2(2C;CH,) ,32.14 (CH,) ,32.11 (CH,) ,32.07 (2C;CH,) ,29.84 (6C; CH,),
29.80 (4C;CH,) ,29.76 (2C5CH,) ,29.6 (2C;CH,) ,29.5 (2C;CH,) ,29.4 (2C; CH,) ,29.3 (2C;
CH,) ,27.3(CH) ,25.5 (CH,) ,25.0 (2C;CH,) ,22.8 (2C;CH,) ,20.3 (CH,) ,20.0 (CH,) ,14.3 (2C;
CH,) sEST-HRMS: Cy Hy,NaOy [M+Na' ] f3 11 S4B 9909 . 6790 ; Sl {59909 . 6822

[1221]  FOC N, S s8R ML IE $5 (PCC,7.8mg,36. 1lumol) W in®| & [E] 44281 (16.0mg,
18.0umol) Ak £ (10mg) T-CH,C1, (1mL) B, IR R G ME R IR FHikE2. 5/
I o K S N A 3o A e AR, F50 %6 R TR/ b (50mL) e it , I ELYRE IR 46 8 ik, 15
) 5 B € R A (KK 1] K282 (16 0mg, FE /) , FAR QAL RIAE F s 'H NMR (400MHz,
CDC1,) 69.53 (t,] =2.6Hz,1H) ,6.85(d,J=1.3Hz,1H) ,6.58 (d,J=1.4Hz,1H) ,5.29 (m,
1H), 4.320(dd,J=11.9,4.2Hz,1H) ,4.317(dd,J=11.9,4.2Hz,1H) ,4.15(dd,J= 11.9,
6.0Hz,2H) ,2.86-2.75 (m,2H) ,2.67 (dd,J=15.5,5.6Hz,1H) ,2.53 (s, 3H),2.63-2.44 (m,
3H) ,2.36(dd,J=15.3,7.2Hz,1H) ,2.30 (t,J=7.5Hz,4H) , 2.24(s,3H) ,1.64-1.57 (m,
4H) ,1.56 (s,3H) ,1.55(s,3H) ,1.36-1.19 (m,48H) , 1.13(d,J=6.4Hz,3H) ,0.88(t,J=
6.8Hz,6H) .

[1222] ¥4 & =B ER A7 (4. 3mg, 27 . 0umol) M 1: TP R /7K (et 3L ImL) S 021 & v [a] {4282
(16.0mg,18.0umol) (¥ M (0.5mL) H , IR G WITE IR FHEFE 167N 6 s B4 7K
(5mL) R, 4 FIIM HC1ER1L EpH 2, 3F H H R 2. Hg (3 X 15mL) ZEHUK JZ B & I A HLAE
U #h7K (30mL) ¥k, T4 (MgS0,) F Uk k4 , 15 ZIHL ™M o ad i Ak i i vk (15 % &2
30% LR LM/ Ck) alifk , 159 3 2 76 o [ AR 19 H 18 44154 (13.0mg ,80%) 5 'H NMR
(400MHz, CDC1,) 86.81(d,J=1.9Hz,1H) ,6.56 (d,J=1.8Hz,1H) ,5.28 (m,1H) ,4.31(dd, J
=11.9,4.3Hz,2H) ,4.15(dd,J=11.9,6.0Hz,2H) ,2.88-2.76 (m,2H) ,2.67 (dd,J=15.2,
5.6Hz,1H) ,2.64-2.46 (m,3H) ,2.54 (s,3H) ,2.36 (dd,J=15.2, 7.0Hz,1H) ,2.33-2.28 (m,
4H) ,2.23(s,3H) ,1.64-1.53 (m,4H) ,1.57 (s,3H), 1.56(s,3H) ,1.34-1.19 (m,48H) ,1.13
(d,J=6.4Hz,3H) ,0.88 (t,J=6.8Hz, 6H);'°C NMR (101MHz,CDC1,) 8175.17 (C) ,173.60
(C),173.58(C) ,171.5(C), 171.4(C),149.4(C),138.3(C),136.4(C) ,133.4(C),132.7
(CH) ,123.1(CH) , 69.4 (CH) ,62.2(2C;CH,) ,47.4 (CH,) ,41.2(CH,) ,40.7 (CH,) ,38.8(C) ,
34.2(2C; CH, ,32.1(2C;CH,) ,31.51 (CH,) ,31.47 (CH,) ,29.85 (6C;CH,) ,29.81 (4C;CH,) ,
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29.77(2C;CH,) ,29.6 (2C;CH,) ,29.5 (2C;CH,) ,29.4 (2C;CH,) ,29.3 (2C;CH,) , 27.3(CH) ,
25.4 (CH,) ,25.0 (2C;CH,) ,22.8 (2C;CH,) ,20.4 (CH,) ,20.0 (CH,) , 14.3 (2C;CH,) ;ESI-HRMS:
C, Ho,NaO, , [M+Na T[] THELAE 49923 . 6583 : SLIE 499236620

[1223]  1,3-DG- Z RS ([ #4:284) -

Ty

OY OT

e NaCNBH
sbuE, 7 AR 9] 8
OH e ‘ p
[1224] L TR, 16h LO THF, 0°C, 2h )
OH o
0 5% 1 > Y osme2 il
o) o)
¥ i 4k 284

[1225] 75852 FR AR 28411 A ik

[1226]  [m]1,3- —¥KP5-2-Fd (5.0g,55.5mmol) A1 ZEREF (11.33g,111.07mmol) F P4 F
(50m1) H A VA VR S Ik iE (9.66g,122.18mmol) , 344 [ NVRE &Y AE I8 R HEE 16/ .
SN SE G B TR A 28R, BRI TDOM (50m1) A 3 AN HC1 (50m1) 7K (50m1) BEi5
W& I A NLZ L BER N TR I 50 20K, 19 2IFH 724 o #H A o od i A € 159248 FH 100 - 200
H R4tk , 3 B LA25% LR L lis/ O ke el B /5 724, 1 212 - AR ke - 1,3- =2 =4
W25 (8.0g, 82.7%) o'H NMR (400MHz,CDC1,) 84.79 (s, 4H) ,2.21 (s, 6H) .

[1227]  fE0°C R, m2-FARWHE-1,3- 3~ ZREE (0.5g,2.87mmol) F-THF (5.0 ml) H7]
VB A I E I AL B (NaBH,CN) (0.18g,2.87mmol) , I HAR 5K S BEVR S 4E0C R i
FE2/INET o [ B 5E R G » I TLCH % 5 K e BV &0 FHIN HC1YE ¥R (20m1) #% , I H H 4 18
LT (20ml x 3) ZEHUH) A WLZ ZNa, S0, T4, HF 128 BRI 71, 45 2K ™4 - K HL A ot
T AT T FH100-200 H fE RSk 464k, 3 H BA30% 418 L BR/ O bi v i i B A6 &4, 15
B SRS MR ) 1) #4284 (0. 3g,59.3%) o 'H NMR (400MHz,CDC1,) 6 4.14-4.36 (m, 5H) ,
2.15(s,6H) «GC:RT 8.97min,97.14% 4 MASS (EST,+ ve)m/z:193.9 MH+18) »

[1228] (8B Me-F&-2-TG- iR fig (hia14£293) :
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CHj
Tfo)“ﬁ i) 4 198

CO,Bn & TBDPSCI, TEA
i W ' e
ulEt;N, MeCN, N £%3%.3h
HO\/\% - HO 7 i
H %A1 BnO” O S %2
¥ i 4k 285
CH; H,, Pd/C,
ke, EtOAc, £i2.2 & j‘\)\/\/\/
TBDPSO. A > HO QETRbEs
Bno” Yo I3
¥ ] 4k 286 ¥ ji 4k 287
BOC,0, t-BuOH, = TBAF, THF,0°C to
DMAP, % i%,18h 38.18h
OTBDPS ———*
Y% 4 0 %S
[1229] o [i] 4k 288
o PCC,DCM, s 847, ACN,
%iR,18h %i%,18h
/J<0/U\)\/\/\./DH — . K )J\/M -
%6 SRT
¥ il 4k 289 ¥ i 4k 290
EDC, 1,3-DG,
J( J\MOH DMAP. %816 C1?H33 /j/
%S
¥ i 4k 291 ¥ i) 4 292
C1?H33 O
TFAMDC,
0 "—'L
C £ % 15“01?H33 /j, \(\/\)\)\
P59
¥ ja] 4k 293
C1?H33

[12301 775253 HrIA 42931 & hk

[1231] i N, S #APdC, (PPh,) , (0.83g, 1. 18mmol) T-ACN (30m1) 1 fy i v ot <. T 4>
B, 3 HAR 5 INCul (0.45g,2.37mmol) \Et,N (6.7mL,47.5 mmol) LA K& H 1Al 4198 FACN
(15.40g,4.76mmol) A1 -4 -4~ 1-BF (2.0g,2.38 mmol) H1 ) it AT o 15 AN KR & 40 F
S5 B, IF HARJGTES0°C R IN#Ash S8 TLOIE M S, 2 I8 58 i » H4 I BETR  #  1
Z R, F DMK (100m1) Fike, FH 2R £ (3x 100m1) ZEHL, 3 FLK & I 10 HLZ S iR 4
TR IRl 28K, 49 B o A FHAE A (100-200 B ) i A A EAT 44k . U156 % R &
filg / e A1 D 3L B R R 5t 407 0 o K5 2 2 00 A e e 75 R rh R A 5 19 B 2 [ 4285 (5. 1g
83.60%) : 'H NMR (400MHz,CDC1,) 87.36 (m, 5H),6.03(s,1H),5.19(s,2H) ,3.84 (t,J=
5.6Hz,2H) ,2.59 (t,J=6.4Hz,2H) , 2.04(s,3H),1.85(dt,J=12.6,5.6Hz,2H) .

[1232] e ] 44285 (5.0g,19. 13mmo1) FDCM (50m1) H [f) %5 i H 78 INDMAP (0.47g,
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3.87mmol) , RJGAER S SM FAEOC R INTEA (3.5m1,25.10 mmol) o fEFE1040 44, 2 JG7E0
CRIZFI AT I IR IER LA (6.9 g,25. 1mmol) , K FTf8 MR A WIE =0T
P HE 3h o T8 TLC I s 7 30 7 5 I . 58 Jl e » 4 I TR & 1) FH 7K (200m1) ¥4 2K 3 FHDCM (3x
150m1) ZH o 45 I 1A HLE4Na, SO, -1, 80 28 % 15 2RI o o A8 e i (100~ 200H)
T AT VR AT 44k . LB %6 TR LB/ O e e B a4 & 4, 45 21 500 (iR i i v [a]
14286 (6.0g,62.5%) .

[1233]  fa i [a] 44286 (5.0g) T £ 18 2 Fig (100m1) HF 1y s ngl /% (10 % w/w, 5g) ,If:
W P A5 T VR O B 28 T N, e = I AR S K IO TR %Mo kg/Cm” (285psi) Hy [k 77
MEER TR FEREET) , R TEE KSR P s 3OS 8, IFH &
Mg 2. W5 (240m1) BE¥ o I3 IR AR T, 15 2 =4 o 48 AR (100-200 B ) J8 i i 1Bk 34T
il LL15% AR O WE /O kel ai Ak &4, 15 2] 2 70 (iR i 4 (8] 44287 (4. 0g,
96.38%) o 'H NMR (400MHz,CDC1,) 87.69 (d,J=7.0Hz,4H) ,7.46-7.38 (dd,J=11.1,7.0 Hz,
6H) ,3.66 (t,J=6.4Hz,2H) ,2.38 (m,1H) ,2.16 (m,1H) ,1.96 (m,1H) ,1.59- 1.54(p,J=
6.8Hz,2H) ,1.34 (m,6H) ,1.06 (s,9H) ,0.98(d,J=7.0Hz,3H) .

[1234] =N, m 0 [a]4£287 (2.0g,4.85mmol) T-Tert-BuOH (30m1) = H) A ¥
DMAP (0.17g,1.45mmol) , #RJ5¥S INBOC,0 (2. 1g,9. 7mmol) o K¢ BT 45 [ N VR & W AE =5 iR T $i 4
18h o 18 TLC R I s S A% 5 JONE S8 R 5 o I TR & FH 7K (60m1) 452K I FHDCM (3x 50m1)
I HE I A HLZ 4 Na, S0, 1, R 28 %, 19 B 5« 48 i (100-200 H) @i #%
VLRI T 41k . LA % LR T8/ Okt P M Al A9, 19 31 52 0 € PR Y 1 46 v 8] 44288
(1.5g,66.07%) «'H NMR (400MHz,CDC1,) 87.72(d,J=7.0Hz, 4H),7.44-7.38(dd,J=11.1,
7.0Hz,6H) ,3.66 (t,]J=6.4Hz,2H) ,2.37 (m,1H) , 2.16 (m,1H) ,1.95 (m,1H) ,1.58(s,9H) ,
1.59-1.56 (p,J=6.8Hz,2H) ,1.34 (m, 6H),1.06(s,9H) ,0.98(d,J=7.0Hz,3H) »

[1235]  {EO°C T, ) H[a] 44288 (1.5g,3. 21mmol) T THF (20m1) H ) ¥& ¥ o 4% 15 3% i Vs N
TBAF (1.6g,6.45mmo 1) ¥R - K B 15 I ROVRA PI7E = S HHE 18h @i TLCHR I e B E A 5
N SER G S ¥ S NTR AP FK (50m1) ORI LR £ B8 (3x 50ml) ZEHL K& IR A HLZ
Z:Na, S0, FH, I 28 5, 75 B T o 8 FTRE R (100-200 H ) 38 i A 2 1% 2 AT 44k . DA
10% LPR . Bis/ C b Bl 44k &4, 15 21 2 J0 EOrPIR Y 4 [A] 44289 (0. 6g,82.19%) &
[1236]  ZE= iR T, ) H [A]4£289 (0.6g,2.608mmol) FDCM (20m1) H {1 ¥& ¥ o ¥ inPCC
(1.1g,5.217mmol) o ¥4 Fr 3 ) VR A 7E S I8 N Hi 41 18ho it TLCWR W Mgk s B 5¢
BG ¥ I SR A FK (50ml) # B3t H 2 BR 4T (3x 50ml) R K &M B HLESL
Na, SO, T4, I8 s 25 % , 49 31 S A5 L iR ) RH P 11448 (0. 7g) o v B4 290 K &2 4l AL B H T
B

[1237]  fE=E T, [ a144290 (0.7, 3. 056mmo1) F-ACN (20m1) HH 1 ¥ Vi Hh 778 in i B A
(2.2g,3.668mmol) , SRSV INH,0 (0. 5m1) o K¢ BT 45 [ VR S A 2 iR T 44 18h o il i TLC
IS B FERE 5 e B 58 B 5 4 S VR A P FHZK (50m1) #ikeIF F 4R £ B (3x 50m1) AHL . %
B IHBIAHLELNa,SO, T, IS 28K, 15 2 W) o A TR (100-200 H ) G 1 A g 3 3t
T4 LL10% SR L lis/ e B 24k &40, 15 2 2 o iR Y i) 4 b (144291 (0. 35 @) o
[1238] i) [A] 44291 (0.35g, 1.435mmol) F-DCM (10m1) A A9 TP R INDMAP (0. 174g,
1.435mmol) , ¥R JOEDC.HC1 (0.550g,2.868mmol) F11, 3-DGIHEL g (0.445g,0.71mmol) , H¥
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JRNIR A DA ZE MR T BERE 16h o I8 TLCHR I s B o [ B 58 R » 2808 H IR BV A0, 75 1K
W5 s A FHAERR (100-200H) A iy it A7 4l 4h . L2 % - 3% LR 4T/ O AE N 3
FEE Jd 2400 77 1) o A e 3 28 SO MR i B0 2% 43, 19 31 2 G G IR M i 4l b R 44292 (0. 40,
33.3%) .

[1239]  #£0°C F[alH a144292 (0. 40g) T-DCM (10m1) H (K3 AR IITFA (0.8 ml,2V) , 3F4
R A DAL Z R R BEdE 16h o 8 i TLC S I s 8L o [ B 58 1 i » 28 1 IR RV &40, F K
(50m1) FkE, I FH AR £ 18 (3x 50ml) ZEHL K& FF A HLJE 4Na, SO, T4, Ik 28 K, 13- 31|
FH 72 s A8 FHAER (100-200 H) @it A o ik 3 AT 4lik . LL6 % - 7% L IR LT - O e /E i
BAHGE AL =4 o W Al 2 53 1 i i 25 S Ik 4, 19 31 B 0 e R ) 4l b (8144293 (0. 200g,
54.0 5%) .'H NMR (400MHz ,CDC1,) 65.38-5.20 (m,5H) ,4.32 (dt,J=11.9,3.6 Hz,2H) ,4.17
(dd,J=12.4,5.9Hz,2H) ,2.35(t,J=7.5Hz,5H) ,2.20 (m,2H) , 2.03 (m,8H) ,1.63 (m,6H) ,
1.31 (m,46H) ,0.98(d,J=7.2Hz,3H) ,0.90 (t,J= 7.2Hz,6H) .

[1240]  DMOPHB-JiZ-C10b’ bMe-2-TG- JH L g (H ] 14295) .
OMe

O/
Q oM
o o JL e OMa
07 “Cy7H33 EDC.HCI, DMAP o~ c H
e O—<: _<: 17Ha3
4
OTC17H33 CH;_-C|2 C1?H33
o)
[1241] ¥ i 4k 172 P Mk e
OMe 9
HO 0 0 L
NaBH,, MeOH J\/LMJ\/U\ o G
e
THF OMe OTCWHSS
0
] 4k 295

[1242] 752854 Hh AR 2951 & ik

[1243]  ¥44- (—HIE L) i (DMAP, 440mg, 3. 60mmol) FIN- (3- & JE P -N/ - 2, %k -
Tk — P& (EDC * HC1,920mg, 4 .80mmol) ¥ N EIR H [H4£172 (2.00g,2.40mmol) Fl4-F2J -
3,5- S EE IR (437mg, 2. 40mmol) T+ CH,C1, (30mL) HH RV, IERIR S WIE =R T
Wi P B S N R 4 B B T, Rl i IE AR PR A € vk (Biotage Isolera,80g,
Silicycle siliasep )1 FIIEBEKEMEtOAC (BARE; 1:0457:3) dealifk, 15 3] £ T Ak )
(¥ BT A4 (1.89g,79%) UPLCA AP-MS: (BEH C8KMRTE70%295) :R,=4.37 min.,100%
(ELS) MS (ESIpos)m/z=1014.9,1015.9 (M+H,0+H) . 1H NMR (400MHz,CDC1,) : 8 (ppm) =
9.90(s,1H) ,7.14(s,2H) ,5.39-5.23 (m,5H) ,4.29 (dd,J=3.8,11.9Hz,2H) ,4.14 (dd,]J=
6.0,11.9Hz,2H) ,3.89(s,6H) ,2.62(dd, J=5.9,14.7Hz,1H) ,2.41(dd,]=8.2,14.7Hz,
1H) ,2.37-2.28 (m,5H) ,2.12(dd, J=8.2,14.7Hz,2H) ,2.06-1.89 (m,9H) ,1.67-1.54 (m,
5H) ,1.51-1.19 (m,51H), 1.06(d,J=6.6Hz,3H),0.93(d,J=6.6Hz,3H) ,0.87 (t,]J=
6.8Hz,6H) .'°C NMR (100MHz,CDC1,) :8 (ppm) =191.2,173.4,172.4,170.4,153.1,134.4,
134.1, 130.2,129.8,106.2,69.0,62.3,56.4,41.80,41.78,41.47,41.45,36.83,36.77,
34.2, 32.0,30.7,30.5,29.9,29.84,29.79,29.75,29.7,29.5,29.3,29.24,29.22,27 .4,

204



N 115348864 A W OB P 198/267 T

27.30,27.26,25.0,22.8,19.7,19.64,19.62,19.60,14.3.

[1244] & HHEAL4N (NaBH,, 7T1mg, 1.88mmol) ¥ ANFIL - (1,3- XL GlilE 4 2E) -2~ %) 10-
(4- FImEAL -2, 6- —HIA( R ORJE) 3,8 HI L %8 R IE (1.88g,1.88mmol) T-MeOH (15mL) £
THF (30mL) HH ¥V A o IR S TE SR T BERE LN, S8 )5 /K K IR &Y B 25 R4
FEIE L IE AR AE (3 (Biotage Tsolera,80g,Silicycle siliasepht) {8 FH IE B4 fil
EtOAc (BRFE:1:0Z1: 1) R E 4k, 15 2] 2 T0 PRV Bt 75 46 & 9 () 44295 (820mg,
44%) . UPLC4 AP-MS: (BEH C8KF&1E704295) :R,=3.93min.,99% (ELS) .MS (ESIpos)m/z
=1016.9,1017.9 (M+H,0+H) ". IH NMR (400MHz,CDC1,) :8 (ppm) =6.62 (s,2H) ,5.39-5.23
(m,5H) ,4.65 (s,2H) ,4.28(ddd,J=1.1,4.3,11.9Hz, 2H) ,4.14(dd,J=5.9,12.1Hz,2H) ,
3.81(s,6H) ,2.59(dd,J=6.0,14.6Hz,1H) , 2.42-2.28 (m,6H) ,2.11(dd,J=8.4,14.6Hz,
21) ,2.05-1.89 (m,9H) ,1.79(s, 1H) ,1.66-1.54 (m,4H) ,1.51-1.41 (m,1H) ,1.42-1.18 (m,
50H) ,1.05(d,J=6.6 Hz,3H),0.93(d,J=6.6Hz,3H) ,0.88(t,J=6.8Hz,6H) ."°C NMR
(100MHz, CDC1,) :8 (ppm) =173.4,172.4,171.1,152.4,139.5,130.2,129.9,128.0,
103.4, 69.0,65.6,62.3,60.5,56.2,41.81,41.79,41.6,41.5,36.9,36.8,36.8,34.2,
32.0, 30.8,30.50,30.48,29.9,29.84,29.76,29.7,29.5,29.31,29.25,29.2,27 .4,
27.31, 27.28,27.25,27.2,25.0,22.8,21.2,19.7,19.64,19.62,14.33,14.25.

[1245] DMOPHB—@%—ClObMe—z—TG—imﬁﬁﬁa(qjﬁﬂ&k297):

OMe o
OMe 0
OH {
\”,L H;d e CH20|2 TCwHaa
S ¥ i) 4 296 0
o ] 4 187
[1246] OM a
e
NaBH,, MeOH JMJ\/U\ CipHas
OYCwHaa
o
¥ ] 4k 297

[1247] 772855 : RAAKR297 1) & ik

[1248]  ¥54- (ZHI5IL) mErgE (DMAP,447mg,3.66mmol) FIN- (3- —FI G L) -N/ -2, 3 -
Tk — P& (EDC * HC1,935mg,4.88mmol) s N EIFR H [H] 44187 (2.00g,2.44mmol) Fil4 -2 F -
3,5 “HIE R RS (445mg, 2. 44mmol) T CH,CL, (30mL) HH VAW , HK R S MITEZ TR~
PRI o S S 4 A B TG, il i IE A POGE A (L (Biotage Isolera,80g,
Silicycle siliasep ) fdi HIE Pk MELOAC (B s 1: 047 3) KAtk , 15 3 2 TR
() BT T A& b 1] 44296 (1.30g,54%) -UPLC4 AP-MS: (BEH C8KEaPE70%95) @ R =
4.12min.,100% (ELS) .MS (ESIpos) m/z=1000.9,1001.9 (M+H,0+H) "= IH NMR (400MHz,
CDC1,) :8 (ppm) =9.90 (s, 1H) ,7.14(s,2H) ,5.39-5.22 (m, 5H),4.29(dd,J=4.1,11.9Hz,
2H) ,4.14(dd,J=6.0,11.9Hz,2H) ,3.89(s,6H) , 2.62(t,J=7.4Hz,2H) ,2.37-2.27 (m,
5H) ,2.12(dd,J=8.4,14.7Hz,1H) ,2.06- 1.88 (m,8H) ,1.82-1.72 (m,2H) ,1.67-1.53 (m,
4H) ,1.50-1.18(m,51H) ,0.93 (d,J=6.6Hz,3H) ,0.87 (t,]=6.8Hz,6H) ."°C NMR (100MHz,
CDC1,) :8 (ppm) = 191.1,173.4,172.4,171.0,153.1,134.4,134.1,130.1,129.8,106.2,
69.0,62.3, 56.5,41.8,36.8,34.1,33.9,32.0,30.5,29.9,29.83,29.79,29.75,29.7,
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29.60,29.55, 29.5,29.44,29.40,29.3,29.24,29.22,29.1,27.34,27.29,26.9,25.1,
25.0,22.8, 19.7,14.2.

[1249]  F BN A8 (NaBH,, 50mg, 1. 32mmol) A ME1- (1, 3- X GHBEAEE) h-2- £5) 10-
(4-H LI -2,6- —H AR OR L) 3- FI AR 2E RS (1.30g,1.32mmol) T MeOH (10mL) FTHF
(20mL) H A TR A IR E I I HCEE UK SR 5 R K K o B2 BRI R W) KR A
Pk E AR POE ARV (Biotage Isolera,80g,Silicycle siliaseptE) fifi FH IE e di Fl
EtOAc (BHRE; 1:021: 1) SR Eealifh , 19 3 20 B PR Y 8 i 5 AL & H b 18] 442297 (669mg
51%) . UPLCA AP-MS: (BEH C8KMR170%:95) :R, =3.81min.,100% (ELS) .MS (ESIpos)m/
z=1002.9,1003.9 (M+H,0+H) - 1H NMR (400MHz,CDC1,) : 8 (ppm) =6.62(s,2H) ,5.39-5.23
(m,5H) ,4.65 (s,2H) ,4.28(ddd,J=0.8,4.2,11.9Hz, 2H) ,4.14(dd,J=6.0,11.9Hz,2H) ,
3.81(s,6H),2.60(t,J=7.4Hz,2H) ,2.37-2.28 (m,5H) ,2.11(dd,J=8.4,14.7Hz,1H) ,
2.05-1.88 (m,8H) ,1.82-1.70 (m,3H) , 1.67-1.53 (m,4H) ,1.49-1.38 (m,2H) ,1.39-1.18 (m,
48H) ,0.93(d,J=6.6Hz, 3H),0.88(t,]J=6.8Hz,6H) ."°C NUR (100MHz,CDC1,) : 6 (ppm) =
173.4,172.4, 171.7,152.4,139.4,130.2,129.9,128.0,103.4,69.0,65.6,62.3,56.3,
41.8,36.8, 34.2,34.0,32.0,30.5,29.9,29.84,29.79,29.76,29.7,29.61,29.56,29.5,
29.31, 29.25,29.2,29.1,27.4,27.3,26.9,25.2,25.0,22.8,19.7,14.3.

[1250]  ALL-CASI-C5bMe- % ([a]4£&298) :

0 0
+ HO Dmap, DCM /u\)\)\
o0 _  _HO 0/\© *
- 1

Cs,COs5, TBAI

¥ #.,00°C, 2h Pd\C ETOAc

[1251] -

PR 2

¥ ji] 4k 298
ALL-CASI-C5bMe- &%

[1252]  |a)3-FH 3L IR LT (5.0g,39.06mmol) F-DCM (60m1) A f ¥ ¥R A s im DMAP (2.38g,
19.51mmol) oK [ N VRS WITE 2 I T HeHE 1 Omin, SR S5 VR ISR (2.10g,19.51mmol) o 44 )3
REYEZIE NHFEL6/NE GBS TLC MWL, 75 [ B 58 i » IR A4 7K (50m1) Fiks
Jf FHDCM (3x 50m1) KL, ¥4 & FF A ML /ZEZNa, SO, T I 523 T &M, R B E Y,
o A A Al AR (100-200H) k4l . LA12% 418 2 B AT S /R R 3 AH B i 2k
W&, IR e e 22 P R4 i e oy, 13 2IME )1 (2.5g, 30.17%) : 1H NMR (400MHz,
CDC13) 87.41-7.37 (m,5H) ,5.14 (s, 2H) ,2.56- 2.47 (m,4H) ,2.39-2.27 (m,3H) ,1.07 (d,J=
6.4Hz 3H) .
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[1253]  Jagft&42.3 (1.5g,3.65mmol) T H 2K (15m1) (¥ #45 INCs O, (2.38g,
7.31mmol) , HAEZE W FHEFE15min, SR IEEEE A IN1(0.86g, 3.65mmol) (FUFC¥E AT
8m1 H ZKH1) FITBAT (0.67g,1.82mmol) oK [z VR A 1E90°C R 4t #F-2h o 18 1 TLC I I S S
SN TE G  H SR A 7K (20m1) Wkt FH SR <l (3x 25ml) ZHL & FF A HLE
ZtNa, S0, T, I H A3 2808, 15 2L S 4, o s i A 0 i A A Al HeE R (100-200 H) k4t
1o LL12% LR L Bs A B N shARPE B 2tk &4, AR JE TR e 2 R P iR 4a 2 oy , 13- 3
4lith 543 (1.3g,59.09%) :MASS (ESI,+ve)m/z:610.7 MH+18) «

[12541  [5]3 (1.3g,2.12mmol) T ZFR Z. & (30m1) VA HH R In20 %6 48 /8% (1.0 g, (20%
IKG)  FHHG AR TR N, e = IR AR JE R R MR S I #E120psi 70T (FE R k28 H)
TEE I N HHE16h e [V 5E G » 4 R N TR -G )i i i g T 3Ol yE I H 4R .1 (100m1) 3
P o VR R G IR VR, 15 2R P24, oF HE i A i v AR (100-200 H) SRatif . Lh15% 2
iR £ B A B VB IR S AR P Bl 284k & 9 » I HLAE e i 28 S ik 4 4 4 4y, 79 BALL - CAST -
C5bMe- 1% (0.600g,54.54%) :'H NMR (400MHz , 54/ -d) 65.79 (s, 2H) ,4.97 (m, 1H) , 4.13
(m,2H) ,2.57-2.50 (m,5H) ,2.36 (t,J=7.6Hz,1H) ,2.13(s,3H) ,2.03 (t,] =14.4Hz,2H) ,
1.89 (m,2H) ,1.55(d,J=5.2Hz,6H) ,1.40-1.26 (m,9H) ,1.19(d, J=16.0Hz,3H)1.10-1.01
(m,2H) ,0.84 (d,J=14.4Hz,3H) ,0.61 (s, 3H) ;ELSD: 5.35min, 100% 4% J& ;MASS (EST, +ve)
m/z:520.30 MH+18) »

[1255]  C5bMe-PR-2-TG- ¥ EzfiE (A 4£299) -

\/\/\/\fo
o) 0 DMAP, DCM
\j\ " £i%,18 h N
o ) .
O O
o i) 4k 192
1256
m /C
HO o O\n/\/\/\/
0]
¥ 1] 4k 299

C5bMe- & -2-TG- ¥ 8 &
[1257]1 FE=IE T, [P A 44192 (90.0g,261.0mmol) FI13- FF KL 7 —FREF (70.35 g,
549 . 1mmo1) F-DCM (900m1) = 1 v F R HIDMAP (63 .89g,522. 9mmo1) o 4R & ¥4 e v W 4E =5 I
AR 18h o E I TLC R M S B o [N 58 1S > 4 IO TR & 1) 7K (1. 0FF) ke, FHDCM (2x700
ml) ZEEL, Z AR IR T8 , I B SR , 15 B TR ARl I A S 5 % -6 % LR T/
OB E TR EAT 44k, , 15 21 2 9 IR I 26 b (] 4£299C5bMe - 1R - 2- TG - “E TR I (58g,
46.97%) :'H NMR (400MHz , 51/ -d) 65.30 (m, 1H) ,4.34 (ddd,J=12.0,4.3,2.7 Hz,2H) ,
4.16(dd,J=12.0,6.0Hz,2H) ,2.47 (ddt,J=15.7,9.9,4.9Hz,3H) ,2.50- 2.42 (m,4H) ,
2.35-2.20 (m,6H) ,1.63(p,J=7.6Hz,4H) ,1.39-1.19 (m,13H), 1.08(d,J=6.1Hz,3H)
0.90 (t,J=6.6Hz,6H) ; °C NMR (101MHz , &4/i-d) 6 178.03 (1C) ,173.35(20) ,171.32(10) ,
69.21(2C) ,62.09 (20) ,40.58 (1C) ,40.34 (1C),34.00(20) ,31.63(2C) ,29.03 (2C) ,28.88
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(20) ,27.13(1C) ,24.82(2C) ,22.58 (2C) ,19.61(1C) ,14.04 (1C) ;ELSD:5.47min, 100% 4§

5,
[1258]  C5-F&-2-TG-yMER S (HHE]44300) -
X L
0
07 “CypHa DMAP, it i7H
[1259] jﬂj ’ HO{ N THF, CH CT )K/\/IL { )
o O\[(C”H” 76% # ] 4k 300 \|‘|/C”Has
o) o)
o ] 4k 112

[1260]  $44- (—HI S IE) MEBE (44.3mg, 0. 362mmol) ¥ I & [A14£ 112 (225mg, 0.362mmol)
AN FREF (82.7mg,0.725mmol) F-MLIE /THF/CH,CL, (%1.5mL) R, HK IR A WITE
R N R R 20/ N o 4 Je R4 FHCH,CT, (40 mL) MikE, FZK I ER 7K (%-40mL) Fedsk , 115
(MgS0,) I sk e 4 , 45 2R ™7 o b I 357 (10%6 225 % LR LR/ O ) 49 31 5 76 (4
RIDI HIAA300 (202mg,76%) 5 'H NMR (401MHz,CDC1,) 85.40-5.22 (m,5H) ,4.31 (dd,] =
11.9,4.3Hz,21) ,4.14(dd,J=11.9,5.9Hz,2H) ,2.48-2.39 (m,4H) ,2.31 (t, J=7.6Hz,
4H) ,2.06-1.90 (m,10H) ,1.66-1.55 (m,4H) ,1.41-1.18 (m,40H) , 0.88(t,J=6.9Hz,6H) ;'°C
NMR (101MHz,CDC1,) 6178.7 (C) ,173.4(2C:C) , 172.0(C) ,130.1 (2C;CH) ,129.8 (2C;CH) ,
69.4 (CH) ,62.1(2C;CH,) ,34.1(2C; CH,),33.1(CH,) ,32.9(CH,) ,32.0(2C;CH,) ,29.9 (2C;
CH,) ,29.8(2C;CH,) , 29.6(2C;CH,) ,29.4 (4C;CH,) ,29.24 (2C;CH,) ,29.19 (2C;CH,) ,29.15
(2C; CH,) ,27.3(2C;CH,) ,27.2(2C;5CH,) ,24.9(2C;5CH,) ,22.8 (2C;CH,) ,19.8 (CH,) , 14.2

(2C;CH3) o
[1261]  C6bMe-F&-TG-JHERHAE (1 A1£301) :
CHs
TN
, COzBn
CHj Ha, Pd/C, -
Z Pd(PPh3),Cls, Cul EtOAc 3
(0] = 32012
~ \n/ TR = ;::\ o, ————— O 0
o R 0% ~0Bn P52 o
o]
1 3 4
DoOMDG i 1
. LiOH, THF, 7
e R e e
&3 CHz O %4 CHy O
[1262] 5 6
0
HO\(\O)L\CWHS::
0 o ji 4k 112
H
Ci7Haa C”'Haa\f CiHase O
EDC.HCI. DMAP, 1.TFA ¥
DCM, £ i&, DCM, % i, o] 6
T yms CwHaa \J\ )‘K/\I/\f P C1TH33\]1/O\J\OJ\/\I/YO
¢] CHz OH
i 4k 301

[1263] [l AR ER H G (LA 1,5, 0g,59.52mmol) AT (Z) -3- (((Z & H AL) MlEs:) 430)
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T -2- MRS (LA W2,15.4¢,47 .61mmol) T PRI THE (50mL)  H Y $5¢#F ¥4 7 B 7
IR R 2 (16.4g,118.9mmol) , I R BLIR &9 HE SR 10min . A ML AR (0. 226¢,
1.189mmol) FARL (= IS S AbAE (0.417g, 0.594mmol) , IE44 MRSV 218 T Hi ke
18/NiF o 5 [ NI 7K (80mL)  FiRe 3t F R 2. T (2+50mL) AEHY , 3+ HoK A HLJZ R K Ak /K
WGE 4 Na,SO, T8, ik JE Ik 48, A3 2K (7) -3- B - 2- -4 - B IR 1 -~ 16 - F g
(EW3) AL A 338 I A €0 1824 FH100- 200 H IR (3% %26.0% LR 2. s/ T k) kel
1k, 19 2] 2 3 PRI 2546 &3 (0.800g) « 35 5. 05 P2 420. 60g o 5 P L iR & H T
2538 MASS (EST, +ve) m/z:275.93 (MH+18) :'H NMR (400MHz,CDCL,) 87.41-7.33 (m,5H)
6.24(d,J=1.2Hz, 1H),5.22(s,2H),3.82(s,3H) ,2.12(5,3H) »

[1264]  W{bE43 (1.3g,5.03mmol) T LR Z. g (50mL) H F Fd PEA R s n 20 % 4/
(1.0g) , H ¥ R MIRA A (20psi, i) FHHE2K O R NI A Pl ik i T Rt
UE, FFWRARVEN , 15 B EAR IR YIBI HT N — P IRA A6 - A -3- H AL -6 - | A D IR (fk
£14) (0.900g,95%) :MASS (EST,+ve) m/z:196.99 (MH+23) ;'H NMR (400MHz,CDC1,) 83.71
(s,3H),2.49-2.35(m, 3H),2.26(d,J=8.0Hz,1H),2.08-1.99 (m,1H) ,1.89-1.80 (m,1H) ,
1.17(d,J= 55Hz,3H) ,0.99-0.89 (m, 1H) »

[1265]  [alfb &4 (1.2g,6.88mmol) TR T BE (12.0mL) HH A0 FH V5 ¥ H 8 I B R — - ifL
THE (3.1mL,13.77mmol) FIDMAP (0.252g,2.06mmol) , 3744 [ W Vi & WIHE 2518 T HikE 18/
I o K SN2 PR KRR I FH R S BR AL A AL JE K AN E /K I e % » 42Na, SO, F#, i
JEIIRAE A B3 - R O RR - (BUTER) 6- g (tb-&425) , 4 Fam i #: ta vk Ad H 100-
200H IR (8% £12.0% LR L HR/Cbe) Sk4ifh , 15 2] 2 L A piR Yt 545 (1. 2g) -
MASS (EST, +ve) m/z:230.92 (MH+1) .

[1266]  #EO°C R, [AAL&H5 (1.2¢,9.23mmol) FUUEMKI AI/K (1:1) (12.0mL) = ) g
IR RS INEE AR (0.328,13.84mmol) , FH4 I M VR A WIAE 2R T 1 FE 187NN o K S B4
A EFE KRR, 2N HC1RR AL F 2R B8 A5 HL K A M2 K AR K IS vk %, &
Na,SO, T, i S HF 47 , 15 BRH6 - GBUT &0E) -4- 2k -6- AR (b 546) K%K
JR B A R4S 100- 200 HEERR (5% £ 15% LR 2.1/ C k) Kalifh, , 15 5] 5 35 (iR
YA A 6 (0.900g,81.8%) :MASS (EST, -ve)m/z:214.88 (MH-1) ;'H NMR (400MHz,
CDC1,) 82.45-2.41 (m, 1) ,2.40-2.25 (m,1H) ,2.23-2.10 (m,1H) ,2.04-1.98 (m, 1H),1.78-
1.72 (m,1H) ,1.62-1.58 (m,1H) ,1.51(s,9H) ,1.01 (d,J=6.4Hz,3H) .

[1267]  ¥44- (ZF & 3E) ki (DMAP,0.058g,0.483mmol) N- (3- —HI G P 3L) -N/ -2 %
ik — W i £E W& £ (EDC « HC1,0.184g,0.96mmol) Al E]446 (0.313 g, 1.44mmol) ¥ in 3| ]
#4112 (0.300g,0.483mmo1) T-DCM (5. 0mL) H (A H , HAHTR SV =l FHiHE 167N
SR FADCM (10mL) 75 % » 8 IR it HF TR & 0 Rl R v 4 o Jd I PR A ik Q% 25 % 4
R CME/Ckt) itk , 15 3] 2 I BRI AL & 48 (0.300g) :MASS (EST, +ve) m/z:836.40
(MH+18) .

[1268]  7EO°CF, K (TFA) =% L ER (1.0mL) 3B N 246 548 (0.300g,0.366 mmol) T
DCM (5. OmL) HR A 5 37 HLAR 54 [ R 75 235 T 6P 18h, 78 b H 1) e o TLC M Wl = o
L 5E RS 5 R TER A ) FH DOMAS A H B 25 VR 4, 79 21K AR TB] 44 301 o 4 Hp 1] AR 30 13 3 A
R H12% - 15% LR L BRI O Ge AR e i 7Sk 44k , 45 21 500 i 4R 1) 45 v ] 44
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301 (279mg 77#96%) :MASS (EST,+ve) m/z:780.37 (MH+18) .

[1269] S fs)2 : 7n B PE AL A PD) 6 K

[1270]  TAL-CDMPHB-C5bMe-2-TG-yHERERHI & :1- (4- ((((((3S,5S,8R,9S,10S,13S,
14S,17S) -17- L BEHE-10,13- ZHETNE - -3 % [aldE-3-38) H ) AL A5 H
55 -2,6- HIEEREE) 5- (1, 3- B GlIE A ES) 9-2- 2%) 3- AR = RIART - 20.

4- AR RJR ST AR S

LA CHQC';}

CizHaa O EDC_HCI, DMAP
+ .

Ci7Ha3 o CH.Cl,

0O
o 0 0
)L\/J\\,ﬂ\ o’ﬂ”‘cﬂH33 NaBH,, MeOH
AT,
OYC1?H33 THF
(&) =

1-20

[1272]  5B%1: (3S,5S,8R,9S,10S,13S,14S,17S) -17- 2.k 3L-10, 13- —H I NE - 1H-
Wk [alFE-3-3E (4- AL IR IE) BRIREE2 . 2

[1274]  ¥44- f4FE 2R FL A PR ES (151mg, 0. 75mmol) ¥ IO AL IE (95uL,1. 18mmol) 55
2 ke B (150mg, 0. 47mmol) F-CH,C1, (5. 0mL) HVR-E W+ o K TSR G YE = iR N HiHE90
IER AN JE B A IR iR R i IR AR PUE AT (B %% (Biotage Isolera,25g,Silicycle
siliaseptk) ff FHIEBELEFIELOAC (BEEE: 9:187:3) kalifk 5B I B AL &I 245y &3
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J H W AE % 5= o I AR A 15 % (Biotage Isolera,25g,Silicycle
siliasep#F) 1 FIEBEREFIELOAC (BF A : 1: 084 : 1) #EAT FH4lifb , 15 2 2 3 & B AR I B &5
WwEW2.2 (188mg,83%) .1H NMR (400MHZ,CDC13) :6 (ppm) =8.30-8.25 (m,2H) ,7.40 -
7.35(m,2H) ,4.74-4.65 (m,1H) ,2.52(t,J=9.0Hz,1H) ,2.21-2.11 (m,4H) , 2.05-1.95 (m,
2H) ,1.85-1.75(m,2H) ,1.73-1.57 (m,5H) ,1.55-1.48 (m,3H), 1.46-1.14 (m,8H) ,1.08 (dt,
J=3.6,13.5Hz,1H) ,0.99-0.85 (m,4H) ,0.72(dt, J=3.7,11.3Hz,1H) ,0.61 (s,3H) .

[1275]  PPR2:1- (1,3- X (L SAL) N -2-25) 5- (4- HEE AL -2, 6- = FHERORIE) 3-H 2Lk,
L

0]
0 0 )J\/V\NW
0
o o JSLTTYC
OM\NW

[1277]  ¥44- (— 5 3E) kg (DMAP, 147mg, 1. 20mmol) FIN- (3- —FH G P 3E) -N/ - 2 3k -
Tk — P& (EDC * HC1,307mg, 1.60mmol) ¥ hn &+ [A] 44210 (600 mg,0.80mmol) F14-¥2%k-3,
5- H I (120mg,0.80mmol) F-CH,C1, (40mL) H (¥R , FEH IR A WITE = IR T Bl
W S B 4 22 Fe s T8, 08 L 1 AP AR 8 1%y (Biotage Isolera,40g,
Silicycle siliaseptF) fii F1EPEEAIEtOAC (B : 1:0227:3) RaAlift , 15 3 2 To ik
[¥) BT 75 46454 (555mg , 79%) - 1H NMR (400MHz ,CDC1,) =8 (ppm) =9.92 (s, 1H) ,7.60 (s, 2H),
5.39-5.26 (m,5H) ,4.33(dd,J=4.2,11.9Hz,2H) ,4.15(ddd,J=0.8,6.0,12.0 Hz,2H) ,
2.81-2.73 (m,1H) ,2.66-2.48 (m,3H) ,2.38(dd,J=7.1,15.3Hz,1H) , 2.30(t,J=7.6Hz,
4H) ,2.22 (s,6H) ,2.05-1.96 (m,8H) ,1.66-1.54 (m,5H) ,1.38 -1.19 (m,43H) ,1.16(d,J=
6.4Hz,3H) ,0.87 (t,J=6.9Hz,6H) .1°C NMR (100 MHz,CDC1,) :6 (ppm) =191.5,173.4,
171.3,169.5,153.2,134.2,131.6,130.3, 130.2,129.8,69.5,62.2,40.6,40.1,34.1,
32.0,29.9,29.82,29.79,29.7,29.5,29.3, 29.24,29.21,27.39,27.35,27.3,25.0,22.8,
19.9,16.7,14.2,

[1278]  2DBR3:1- (1,3- X (VR4 ZL) H-2-55) 5- (4- R HAE) -2,6- HEOREL) 3-F 2
% R G

@]
O O )K/\/\/\/;/\/\/\/
(@)
[1279] Ho\ﬁm \(o\
OW/\/W

[1280] 4B AL (NaBH, , 24mg,0.62mmol) R ANEIL - (1, 3- X0 (T4 HE) -2- %) 5-
(4-HPEHE-2,6- LRI 3- H B I R I (550mg, 0.62mmol) T MeOH (5mL) FITHF
(10mL) A B 1R A WD AE 30 N BERE2 /N, SR JE B s Ik 3 K« B2 LR IE R
HAd 2N HCL/K AR Sk EpH=2. HZ R Z X BUR &Y K S I AN EZ
Na, SO, F# , 1 Y8 H 75 W4 o R Wil IE A PO AT (17572 Biotage Isolera,40g,
Silicycle siliasepk) ffi FIEPEEAIEtOAC (BAE : 1:021: 1) Ralif, 153 3 2 TE ik
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[ BT F5 A 54 (262mg,48%) o 1H NMR (400MHz ,CDC1,) :8 (ppm) =7.07 (s, 2H),5.39-5.26
(m,5H) ,4.61 (s,2H) ,4.32(ddd,J=1.1,4.2,11.9Hz,2H) ,4.14 (ddd,J=1.4,6.0,11.9Hz,
2H) ,2.73(dd,J=5.2,14.8Hz,1H) ,2.67-2.49 (m,3H) , 2.37(dd,J=7.2,15.2Hz,1H) ,2.30
(t,J=7.5Hz,4H) ,2.14 (s,6H) ,2.05-1.94 (m, 8H),1.67-1.54 (m,6H) ,1.39-1.19 (m,42H) ,
1.15(d,J=6.4Hz,3H) ,0.88 (t, J=6.8Hz,6H) .1°C NVR (100MHz,CDC1,) :8 (ppm) =173.4,
171.4,170.1,147.7, 138.5,130.4,130.2,129.9,127.4,69.4,65.1,62.2,40.7,40.3,
34.1,32.1,29.9, 29.8,29.7,29.5,29.31,29.26,29.2,27.5,27.4,27.3,25.0,22.8,
19.9,16.6,14.3.

[1281]1  5%4.1- (4- ((((((3S,5S,8R,9S,10S,13S,14S,17S) -17-Z Bk HE-10,13- —FI %
TNE-IH- % [a] 3E-3-55) L) k) 00 H L) -2,6- ZHIERRIE) 5- (1,3-X0 (Jhift
) N-2-38) 3- R R R IR T - 20

[1282]

[1283]  7E0°C N, KA ERHF (K,CO,,122mg,0.88mmol) A MNEN1- (1,33 (k42 3E) 4 -2-
) 5- (4- R AL -2,6- ZHIBRORAL) 3- H LK R (130mg,0. 15 mmol) F°N,N- L H
Bk Az (3. 0mL) IR &Y IR G WAE0C FHEEE 30min. Ntk &492.2 (7T1mg,
0.15mmol) , 3 H R &R A E FIR IR IR FHidr24h, I HARSAET0C R i FE24h 6
RNIRE YA H R ZR RIK KR T8 . 0 3 4% )2 - H AR R BUKZ K A
A NLE L BRI BN T %, ok 98 I B S iR 4 o K ik 08 o e i b ) O AR PR A A
(Biotage Isolera,25g,Siliaseptt) i FHIEFFEEFIELOAc (BEE:1:081:1) R4itk. &3
R AT R SY R R R B R IE AR A 1 (Biotage Isolera,l2g,
Siliasep#t) 18 FI1E Bk MELOAc (B FE ; 1: 0387 3) K F 4tk , 15 3 5 Tt iR i i i AL
) (80mg,43%) -UPLC3-MS: (XB BEH C4KIRME20%95) :R,=7.72min.,100% (ELS) MS
(BSIpos)m/z=1244.8, 1245.8 (+NH,+H) ", 1H NMR (400MHz,CDCL,) : 8 (ppm) =7.07 (s, 2H) ,
5.38- 5.24 (m,5H) ,5.04 (s,2H) ,4.61-4.50 (m,1H) ,4.31(dd,J=4.2,12.0Hz,2H) ,4.14
(dd,J=6.0,11.9Hz,2H) ,2.72(dd,J=5.1,14.8Hz,1H) ,2.65-2.48 (m,4H) ,2.36 (dd,]J=
7.2,15.2Hz,1H) ,2.30 (t,J=7.5Hz,4H) ,2.19-2.09 (m,10H) ,2.06-1.85 (m,10H) ,1.79-
1.49 (m,12H) ,1.48-1.08 (m,55H) ,1.02(dt,J=3.8,13.7Hz,1H), 0.97-0.84 (m,8H) ,0.80
(s,3H),0.69 (dt,J=3.7,11.2Hz,1H),0.59 (s,3H) .1°C NMR (100MHz,CDC1,) : 8 (ppm) =
209.7,173.3,171.3,170.0,154.7,148.3,133.0, 130.4,130.1,129.8,128.8,77.9,69.4,
68.9,63.9,62.2,56.7,54.2,44.7,44.3,40.7, 40.2,39.1,36.8,35.6,35.5,34.1,33.9,
32.0,31.6,29.9,29.8,29.6,29.4,29.3, 29.21,29.18,28.5,27.5,27.4,27.32,27.27,
24.9,24.5,22.9,22.8,21.3,19.8,16.6, 14.2,13.6,12.3.

[1284]  TAL-CMSI-C8bMe-2-TG-yHERHRMI & k8- (1- (((((3S,5S,8R,9S,10S,13S,14S,
17S) -17- £k H:-10,13- “HEANE-1H-3F 0 [a] FE-3-55) EF) 3k &) o) 1-
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(1,3-X0 GRS 7-2-35) 3- 3 Rk T-22,

Z OH CIYOTG

O

LTE CH2C|2

[1285]

CSzCOg, TBAI, ¥ %

[1286]  {EO°C N, ¥iutnE (53uL,0.66mmol) Al1-5 2 FEE RIS (53ul,0.50 mmol) s InE
S 2 f5E BE R (105mg 5 0. 33mmo1) F-CH,CL, (5. 0mL) HH AV o BT AR A E0C T Bt
10min, JF HAR 5 il 22 2 iR F i HE2h TS I/K AICH,C L, 73 B 45 2= A HLE FHER KPR &
TR T 1, I P8 B Sk 4, 3 B 2R R AT f5 AL & 42 .1 (157mg , >100%) , ok
it — LA BT 25 % . 1H NMR (400MHz ,CDC13) : 8 (ppm) =6.40 (q,J=5.8 Hz,1H) ,
4.67-4.57 (m,1H) ,2.49 (t,J=9.1Hz,1H) ,2.20-2.05 (m,4H) ,2.03- 1.85(m,2H) ,1.84-
1.08 (m,21H) ,1.03(dt,J=4.6,13.7Hz,1H) ,0.95-0.84 (m, 1H),0.79(s,3H),0.68 (dt,]J=
3.8,11.3Hz,1H) ,0.58 (s, 3H) . Fl £xHLnE (8% w/w) .

[1287]  W4RxER%: (277mg,0.85mmol) ¥S N H [E] {4178 (335mg,0.42mmo1) T H 2 (5. 0mL)
RS, IR S AE IR T ik smin A b0 (3S,5S,8R,9S,10S,13S,14S,17S) -
17- 40 %-10,13- ZH A NE - TH-2 )% [al 9E -3- 58 (1- R4 kIR B2 . 1 (157mg,
0.37mmol) AIPY | Fefift 5% (TBAT,68 mg,0.19mmol) , J K VR & WTES0C N it HE2h K4 [ M
REMAE R ER NIRRT B &= ORGP ZEBUKZ & A HLZ
FH R KBk, BB B T4, 1 U8 I 1 B W A o 9k A W 3l ek i 7 T R PR e A i %
(Biotage Isolera,25g,Siliaseptt) ffi FHIEFEfEFELOAc (BEE :1:0F 1:1) KA.
GIEH AL Sy, 5 B e i 28 R 2 BR i 1) 49 21 5 00 G R 0 B 75 46 & 4
(327mg,75%) -UPLC3-MS: (XB BEH C4KMPE20%95) :R, =7.68min.,100% (ELS) .MS
(ESIpos)m/z=1196.9,1197.8 Q+NH,+H) "-1H NMR (400MHz,CDCL,) : & (ppm) =6.73 (q,]=
5.4Hz,1H) , 5.37-5.20 (m,6H) ,4.60-4.50 (m,1H) ,4.27(dd,J=4.3,11.9Hz,2H) ,4.12(dd,
J=6.0,11.9Hz,2H) ,2.49 (t,J=9.1Hz,1H) ,2.36-2.23 (m,7H) ,2.19-2.06 (m, 5H),2.05-
1.84 (m,11H) ,1.79-1.51 (m,13H) ,1.48(d,J=5.4Hz,3H) ,1.45-1.07 (m,56H) ,1.00(dt,J
=3.8,13.6Hz,1H) ,0.93-0.83 (m,11H) ,0.79 (s, 3H) ,0.68 (dt,J=3.7,11.2Hz,1H) ,0.58
(s,3H) .1°C NMR (100MHz,CDC1,) :8 (ppm) = 209.6,173.3,172.2,171.6,152.6,130.1,
129.8,91.1,78.3,69.0,63.9,62.2,56.7, 54.1,53.5,44.7,44.6,44.3,41.6,39.1,36.7,
36.3,35.53,35.51,34.1,34.0,33.8, 31.99,31.97,31.6,30.2,29.9,29.79,29.75,29.7,
29.61,29.56,29.4,29.3,29.20, 29.17,28.5,27.31,27.26,26.4,24.9,24.7,24.5,22.9,
22.8,21.3,19.7,19.5,14.2, 13.5,12.2,

[1288]  TAL-CMSI-C8b’bMe-2-TG-JHERERAY A /= 1- (1- (((((3S,5S,8R,9S,10S,13S,
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14S,17S) -17- 2. 3:-10,13- —H I NE - 1H- 3K [a] FE-3-38) E 35 #IL) 88 230
8- (1,3- X (kS L) H-2-45) 3,6- —HIFL 3 —FRHE1-23,

OH CIYO\I/CI

0]

#eoe, CHoClp

[1289]

Cs,CO3, TBAI ¥ %

[1290] MR EE % (274mg, 0. 84mmol) ¥ NE| HH[AI44176 (338mg, 0. 42mmol) T-F 2K (5. 0mL)
RSV, IR S YTE SR T nin. A0 BIRT- 224 b iRk 4k & 42 . 1
(155mg,0.37mmol) FIPY T FEAAL %% (TBAT, 68 mg,0.18mmol) , IF-KVR-&WIAES0C FHitE2h.,
W RBAIR G AR R ISIUKR TR T8 7 B &2 - H AR CEREERUKE A 1
AHLZE HE KBS SRS T 1%, I I SRR S AR Wpd i Rk b i IE AR PR AT
7% (Biotage Isolera,25g,Siliaseptt) fifi FHIEBEle FIEtOAC (BREE: 1:0& 1:1) R4ifby
o & IFEH AW G oy, I B 2R A 43 2 806 G eR Y B & &% (295mg,
67%) -UPLC3-MS: (XB BEH CAKERTE20%295) : R, =7.72min.,100% (ELS) -MS (ESIpos) m/z
=1210.9,1211.8 (+NH,+1) . 'H NMR (400MHz,CDC1,) : 8 (ppm) =6.75 (q,J=5.4Hz, 1H) ,
5.39-5.23 (m, 6H),4.61-4.51 (m,1H) ,4.28(dd,J=4.3,11.9Hz,2H) ,4.13(dd,J=6.0,
11.9Hz, 2H),2.51 (t,J=8.9Hz,1H) ,2.37-2.27 (m,6H) ,2.18-2.07 (m,6H) ,2.04-1.84 (m,
12H) ,1.80-1.52 (m,12H) ,1.49(d,J=5.4Hz,3H) ,1.45-1.08 (m,58H) ,1.02 (dt,J=3.8,
13.6Hz,1H) ,0.93(dd,J=1.7,6.6Hz,7H) ,0.87 (t,]=6.8Hz,7H) ,0.80 (s,3H),0.69(dt,J
=3.6,11.3Hz,1H) ,0.59 (s,3H) ."°C NMR (100MHz,CDC1,) : & (ppm) =209.7,173.4,172.2,
171.1,152.7,130.1,129.8,91.1,78.3,69.0,63.9, 62.3,56.7,54.2,53.6,44.7,44.3,
41.8,41.7,41.6,41.5,39.1,36.8,35.57,35.55, 34.14,34.08,34.03,33.96,33.9,33.8,
32.03,32.00,31.6,30.6,30.5,30.4,30.3, 29.9,29.83,29.79,29.75,29.7,29.5,29.3,
29.24,29.22,28.5,27.4,27.3,25.0, 24.5,22.9,22.8,21.3,19.78,19.75,19.7,19.59,
19.57,19.5,14.3,13.6,12.3.

[1291]  TAL-C5bMe-2-TG- MR BRI & k- 1- ((3S,5S,8R,9S,10S,13S,14S,17S) -17- Bk
J-10, 13- “HFEANE-IH- 3K [al 3E-3-38) 5- (1, 3- W GHBLEIE) H-2-38) 3-FHEL
T FERIRT-24,

214



N 115348864 A W OB P 208/267 7

OYCwHaa
HO o OTCWH% EDC.HCI, DMAP, CH,Cl,
o

[1292]

H

O
o 0 P
\ﬂ/ﬁxw//xxﬂ’ \I:f\YJ Ci7Has
o o

07 Cy7Hs3

0 1-24

[1293]1  ¥4- (ZFF 5 5L Ak nE (DMAP,46mg,0.38mmol) FIN- (3- I ZFEPIL) - N/ -2 3 -
T — ¥z (EDC * HC1,96mg, 0. 50mmo1) ¥ N2 5 il Z2 ke e (80mg, 0.25mmol) FAHH[AI{A210
(187mg,0.25mmo1) J-CH,C1, (3.0mL) VA, FERIR S WAL 2 il T HHE 18/ NI, SR fE |
IR B R A WiE o R B TR AR PR SR £ v (Biotage Isolera,?2b5g,Siliaseptt) fif
FIEBEGEFIEt0Ac (BB 1: 02 7:3) sk4lifh, 15 3 2 L A MR T & b&4 (200mg,
76%) . UPLC3-MS: (XB BEH C4KER14:20%295) :R,=7.64min.,100% (ELS) .MS (ESIpos)m/
z=1066.78,1067.71 (\M+NH, +H) ". IH NMR (400MHz,CDC1,) : 8 (ppm) =5.35-5.20 (m,5H) ,
4.71-4.62 (m,1H) ,4.27(ddd,J=1.4,4.1,12.0Hz, 2H) ,4.10(dd,J=6.0,12.0Hz,2H) ,
2.49(t,J=8.9Hz,1H) ,2.45-2.05 (m,14H) , 2.03-1.91 (m,9H) ,1.81-0.75 (m,79H) ,0.66
(dt,J=3.0,11.6Hz,1H) ,0.56 (s, 3H).'°C NMR (100MHz,CDC1,) :8 (ppm) =209.5,173.2,
171.7,171.4,130.0, 129.7,73.6,69.1,63.8,62.1,56.7,54.1,44.7,44.2,41.1,40.8,
39.1,36.8,35.6, 35.5,34.0,32.0,31.5,29.81,29.75,29.6,29.4,29.22,29.16,29.1,
28.5,27.6,27.5, 27.3,27.2,24.9,24.4,22.8,22.7,21.3,19.6,14.2,13.5,12.3.

[1294]  TAL-C10-2-TG- MBS & % 1- ((3S,5S,8R,9S,10S,13S,14S,17S) -17- L.k 3 -
10,13- ZHHA- 7S -1H- 3% [al JE-3-55) 10- (1, 3-8 GHBEAZS) H-2-%) 28 FRMEET -
25,
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OYCﬁHss
g J/\O,
O _CiH g
HOJT\%O N i EDC.HCI, DMAP, CH,Cl,
0
Int-275
[1295]
X
0 o
YO e
R ]
07 "Cy7Ha3
I-25

[1296]  J4DMAP (66mg,0.54mmol) AIEDC * HC1 (38mg,0.72mmo 1) ¥ 03 5 51 42 kot B Hidl
(115mg,0.36mmol) F1H[A]44:275 (290mg, 0. 36mmol) F-CH,C1, (7.0mL) HH AR+ , IR A
MIFEZ IR T IFE LR, SR 5 B IR AR R ik R Wid i ik e b 1) I A PodiAE 157 (Biotage
Isolera,25g,SiliaseptE) {f F IF BHk FIELOAC (B 1: 08 1: 1) Sk4lifh, 15 3] 2 T AR
VI Tt &Y (231mg,58%) cUPLC3-MS: (XB BEH C4K:E14:20%95) :Rt="7.87min.,
100% (ELS) JMS (ESIpos) m/z=1122.91,1123.77 (M+NH, +H) "o 1H NMR (400 MHz,CDC13) : 6
(ppm) =5.38-5.21 (m,5H) ,4.73-4.63 (m, 11) ,4.28(dd,J=4.3, 11.9Hz,2H) ,4.13(dd,]J=
5.9,11.9Hz,2H) ,2.51 (t,J=8.9Hz,1H) ,2.30(t,J=7.5 Hz,6H) ,2.23 (t,J=7.5Hz,2H) ,
2.19-2.07 (m,4H) ,2.06-1.91 (m,9H) ,1.84- 1.51 (m,16H) ,1.51-1.07 (m,60H) ,1.02 (dt,]J
=3.7,13.5Hz,1H) ,0.96-0.84 (m, 7H) ,0.81(s,3H),0.69(dt,J=3.6,11.3Hz,1H) ,0.59
(s,3H) .13C NMR (100MHz, CDC13) :6 (ppm) =209.4,173.3,173.2,172.7,130.0,129.7,
73.3,68.9,63.8,62.1, 56.6,54.1,44.7,44.2,39.0,36.8,35.52,35.48,34.7,34.2,
34.0,31.9,31.5,29.8, 29.7,29.64,29.55,29.5,29.4,29.34,29.29,29.2,29.11,29.09,
29.0,28.5,27.5, 27.23,27.18,25.0,24.9,24.4,22.8,22.7,21.2,14.1,13.5,12.2.
[1297]  TAL-C10bMe-2-TG-yHEREGHI A Al 10- ((3S,5S,8R,9S,10S,13S,14S,17S) - 17-4
M2t -10,13- RTINS H-2 3 [al FE-3-28) 1- (1, 3- X (GHBE S -2~ 2%) 3-F 3
55 T HRMRT- 26,

216



N 115348864 A W OB P 210/267 7

-
O]
@]
E
o]
O
<\ o
O
::(
O
~
a
(%]
Y

EDC.HCI, DMAP, CH,Cl,
[1298] B o)

1-26
(12991  4DMAP (57mg,0.47mmol) FIEDC * HC1 (119mg,0.62mmo1) ¥ N 2] 7 ) 22 452 I el
(100mg,0.31mmol) F1H[A]44187 (257mg, 0. 31mmol) F-CH,C1, (7.0mL) HH AR+ , R IR A
Yo =I5 IR, AR A IR G o R SR Wi T i i R IE AR PRI AT (5155 (Biotage
Isolera,25g,Siliasepkt) i I IEBEke FIELOAC (BERE: 1: 0% 1: 1) SREEfk K & AT B 76 74
B 2% 4y B 23 MR 46 o 8 7= W e ok At e b B IE AR s A A itk vk (Biotage Isolera,25g,
Siliasep#F) f8 F 1E B e FIETOAC (BfJEE < 1: 0427 3) Sk FFAlifh, , 75 31 2 00 (iR (¥ BT 5 4L
=4 (133mg,38%) -UPLC3-MS: (XB BEH C4KMRIE20%95) :R =7.94 min.,100% (ELS) .MS
(ESIpos)m/z=1136.9,1137.8 (M+NH4 +H) ". 1H NMR (400MHz,CDCL,) : 6 (ppm) =5.38-5.22
(m,5H) ,4.73-4.62 (m,1H) ,4.27 (dd, J=4.2,11.9Hz,2H) ,4.12(dd,J=6.0,11.9Hz,2H) ,
2.49(t,J=8.9Hz,1H) ,2.34- 2.20 (m,8H) ,2.17-2.05 (m,5H) ,2.05-1.85 (m,10H) ,1.83-
1.07 (m,79H) ,1.01 (dt,J=3.7,13.5Hz,1H) ,0.92-0.83 (m, 11H) ,0.80 (s,3H) ,0.68 (dt,]
=3.6,11.3 Hz,1H) ,0.58 (s,3H) . 1°C NVR (100MHz,CDC1,) : 8 (ppm) =209.6,173.4,173.32,
173.29,172.3,130.1,129.8,73.4,68.9,63.9,62.2,56.7,54.2,44.7,44.3,41.7, 39.1,
36.9,36.7,35.6,35.5,34.8,34.1,32.0,31.6,30.4,29.9,29.79,29.75,29.7, 29.61,
29.56,29.49,29.45,29.41,29.35,29.3,29.19,29.17,28.6,27.6,27.30, 27.25,26.8,
25.1,24.9,24.5,22.9,22.8,21.3,19.6,14.2,13.5,12.3.

[1300]  TAL-CMST-C5bMe-2-TG-JHIER BRI A R 1- (1- (((((3S,5S,8R,95,10S,13S,14S,
179) -17- £ 4E-10, 13- ZHBEINE-1H-FR K [a] E-3-3k) SUHE) Bieht) 0k) £ 48) 5-
(1,3~ G 2a k) PY-2-38) 3- W /Rl 1-27.
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[1301]

Int-210

Cs,CO4, TBAI, ¥ 5 Ci7Ha3

[1302]  BEERER#E (Cs,C0,,224mg,0.69mmol) ¥ I E i [B] #4210 (258mg, 0. 34 mmol) F-HI
(5.0mL) HENEEYH , IR G ST S A I5min AN EIRT-221) & B Brid (1) 4k
AW2.1 (127mg,0.30mmo1) FNPU T FEfifk 4% (TBAT,55mg,0. 15mmol) , HK R A #7ES0°C N
PEPELh B S BRSPS A B IR R MK MR 28 B & 2 -l B2 BUK 2 %
E A VLZ SRR BEE, SRR B T8, ik I J W 4 K Bk Wi i R B i I AR R
WAL EE (Biotage Isolera,25g,Siliasepkt) f# FHIEFE B FIEtOAc (KR 1:0%1:1) 3k
alifh, 15 2 20 RV B 75 L &4 (224mg ,66 %) UPLC3-MS: (XB BEH C4KRPE20%E
95) :R,=7.53min.,100% (ELS) .MS (ESIpos)m/z=1154.83,1155.69 (M+NH, +H) "o 1H NMR
(400MHz ,CDC1,) : 8 (ppm) =6.74 (q,J=5.4Hz,1H) ,5.37-5.20 (m,5H) ,4.60-4.50 (m, 1H) ,
4.31- 4.24(m,2H) ,4.12(dd,J=7.5,4.4Hz,2H) ,2.53-2.36 (n,4H) ,2.32-2.18 (m, 6H),
2.18-2.08 (m,4H) ,2.05-1.84 (m,10H) ,1.79-1.06 (m,67H) ,1.06-0.96 (m,4H) ,0.96-0.83
(m,7H) ,0.79 (s,3H) ,0.68 (dt,]J=3.7,11.2Hz,1H) ,0.58 (s, 3H) .1°C NMR (100MHz,CDC1,) :
§ (ppm) =209.6,173.3,171.3,170.24,170.21, 152.6,130.1,129.8,91.2,78.3,69.2,
63.9,62.2,56.7,54.1,44.7,44.6,44.3,40.63, 40.55,40.5,40.4,39.1,36.7,35.53,
35.52,34.1,33.8,33.7,32.00,31.97,31.6, 29.9,29.80,29.76,29.7,29.62,29.58,
29.5,29.4,29.3,29.21,29.18,28.5,27.31, 27.27,27.2,24.9,24.5,22.9,22.8,21.3,
19.7,19.6,19.5,14.2,13.5,12.3.

[1303]  ALL-CMSI-C10b’bMe-2-TG- JHERHEEHI A% :1-1.
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stox, CHoClo

AT

Cs,CO3, TBAI
DMF, A, 67%

O
HO O{
[1304] 0

[1305]  DYR1ALEW2. 3 %

[1306] FEOCF,K1-FHAFEF MR (67.8uL,0.628mmol) ANMELAE (95.20L, 1.18mmol)
N INE ) 2 e BE R (125mg 5 0.393mmo1) ICH,CL, (5mL) H, JFRHIE-&YIAE0C R H:307>
B, IF HARSAE SR R HERE P /NN oK SR FHCH,C, (30mL) # , I B A HLAH FZK Ak
7K (%:30mL) ek, T8 (MgS0,) Ik 4i , 19 2 2Lt i AR AL S 423 (16Tmg , %E
), HRAG AL EE s 'H NMR (400MHz ,CDC1,) 86.447/6.444 (%q,]=5.8Hz, 1H) ,4.98
(m,1H) ,2.52 (t,J=8.4Hz,1H) ,2.14 (m, 1H) ,2.111/2.109 ($s,3H) , 2.01 (m,1H) ,1.86 (m,
1H) ,1.849/1.846 (%d,J=5.8Hz,3H) ,1.74-1.49 (m, 9H),1.44-1.10 (m,8H) ,1.02-0.78
(m, 2H) ,0.80 (s,3H) ,0.60 (s,3H)

[1307]  JB8%2.ALL-CMSI-C10b’ bMe-2-TG-JHEREEI-1

[1308]  I§BKIR% (Cs,C0,,43.4mg, 133umol) FIPU - IE T HEfifb 8 (TBAT,8.2mg, 22.2umol)
IR a 44172 (37 . 0mg , 44 . 4umol) A4k &42.3 (18.9mg, 44 .4 umol) T-DMF (2mL) 7 ) &
PR R IR G YIAE60 C R BERE L. 5/ o R S MV B A R , 4R g (30mL) FikE
I B HUAH K ALK (5% 30mL) Pedkk , T4k MgSO0,) I b I il 4 » 19 B4 o Rk i 0 9%
% (8% £10% LR LHE/ k) 153 2 IC iR ALL -CMST-C10b " bMe-2- TG - JHFRFR T - 1
(36.5mg,67%) - 'H NMR (401MHz,CDC1,) 86.776/6.770 (%q,J=5.4Hz, 1H),5.39-5.22 (m,
5H) ,4.91 (m,1H) ,4.28 (dd,J=11.9,4.2Hz,2H) ,4.13(dd, J=11.9,6.0Hz,2H) ,2.51 (t,]J
=8.9Hz,1H) ,2.37-2.25 (m,6H) ,2.18-2.06 (m, 3H),2.10(s,3H),2.05-1.77 (m,12H) ,
1.72-1.45(m,18H) ,1.43-1.07 (m, 53H),0.93(d,J=6.6Hz,3H) ,0.92(d,J=6.6Hz,3H) ,
1.00-0.74 (m,3H) ,0.87 (t,J=6.4Hz,6H) ,0.78(s,3H) ,0.59 (s,3H) ."°C NMR (101MHz,
CDC1,) 6209.8 (C),173.4(2C;C) ,172.4(C) ,171.2(C) ,152.8(C) ,130.2(2C;CH) ,129.8
(2C; CH),91.2(CH),75.2(CH) ,69.0(CH) ,63.9 (CH) ,62.3 (2C;CH,) ,56.9 (CH) ,54.0 (CH) ,
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44.4(C) ,41.8-41.6 (2C;CH,) ,39.8(CH) ,39.2 (CH,) ,36.8-36.6 (2C; CH,) ,35.9(C) ,35.5
(CH) ,34.2(2C;CH,) ,32.82/32.79 (CH,) ,32.7 (CH,) ,32.0 (2C:CH,) ,31.9 (CH,) ,31.7 (CH,) ,
30.5 (CH) ,30.3(CH) ,29.9 (2C;CH,) ,29.8 (2C;CH,) ,29.7 (2C;CH,) ,29.5 (4C;CH,) ,29.3
(2C;CH,) ,29.24 (2C;CH,) ,29.22 (2C;CH,) ,28.3 (CH,) ,27.4 (2C;CH,) ,27.3 (2C;CH,) ,27.20
(CH,) ,27.17 (CH,) , 26.1/26.0(CH,) ,25.0(2C;CH,) ,24.5 (CH,) ,22.9 (CH,) ,22.8 (2C;CH,) ,
20.9 (CH,) ,19.8-19.6(3C;CH,) ,14.3 (2C;CH,) ,13.6 (CH,) ,11.4 (CH,) -7E: MELFIC10b bMe
PRI LA C NVRAE 51 22 A0, I BUUA g 4 25— R B (311434, 1-33 . 8ppn)
[1309]  ALL-CMSI-C5bMe-2-TG-JHERME A& 1-2,

CIYOTCJ
(0]
“l_t“}’i; i CH;C!Q
iR, 45 min
B2 &
[1310] ?
0" CysHas
HO 9]
O _-Cy7Hz3
9 O ik z1u\cﬂ:
Cs,CO,, TBAI
3 ,00°C,2h
ALL-CMSI-C5bMe-2-TG- i i fig
k2 1-2

[1311] g rp(a4£210 (11.6g,15.56mmol) T H % (100mL) A A H N Cs,CO, (10. 18,
31.132mmol) , H K IR S WA 2= FHidk 1omin, RIGE =R SR ML&9%2.3 (6.6g,
15.566mmol, W11 -1/ & e B ik i &) (Pl Ze ¥ i T 100mL HH 2k vh) AITBAT (2.87g,
7.783mmol) o ¥4 R SR AW 90 C H- i 1 2h o 8 I TLC I S5 . o 52 87 56 B 5 o I TR
AWK (200m]) Fike, 3+ FHZBR . B (3x 300m1) AEHL, 4R 5 K & I 1B HLZ 4Na, S0, THk o
I IEIRE), I H L S IR AR IR, 493 2R 4, b o i A (B8 AR (100-200H) ok
afifl. LL20% LR O Be AN e R R shARE Al AL &4 - B IRAR L0 5y , 79 3 R PE IR
W T 32 ALL-CMST -C5bMe - TG - JHEREE -2 (8.5g,48%) .'H NMR (400MHz , 54/ -d) 66.77 (q,
J=5.5Hz,1H) ,5.40-5.22 (m,5H) ,4.92(q,J=2.4Hz,1H) ,4.29(dt,J=11.8,4.2Hz,2H) ,
4.13(dd,J=12.0, 6.0Hz,2H) ,2.52(t,J=8.9Hz,1H) ,2.43 (ddd,J=16.6,5.6,3.2Hz,
3H) ,2.31(t, J=7.6Hz,5H),2.25(dd,J=7.7,2.2Hz,1H) ,2.14 (s, 1H) ,2.11 (s,3H) ,2.00
(q, J=6.5Hz,8H) ,1.76-1.59 (m,8H) ,1.51(dd,J=9.8,5.5Hz,6H) ,1.40(dd,J= 12.1,
3.6Hz,1H) ,1.31(d,J=9.8Hz,50H) ,1.14(ddt,J=18.8,12.7,7.3Hz,3H), 1.03(d,J=
6.0Hz,3H) ,0.95(dt,J=12.4,6.2Hz,2H) ,0.88 (t,J=6.6Hz,6H) , 0.82(d,J=4.1Hz,1H)
0.79 (s,3H) ,0.60 (s,3H) ."°C NMR (101MHz , %1 -d) 8 209.74 (1C) ,173.28 (20) ,171.30
(1€) ,170.17(1C) ,152.67 (1C) ,130.04 (1C) , 129.73(1C),91.15(1C) ,75.23 (1C) ,69.14
(10) ,63.83(1C) ,62.08 (1C) ,56.76 (1C) , 53.83(1C) ,44.26 (1C) ,40.50 (1C) ,40.37 (10) ,
39.66 (1C) ,39.08 (1C) ,35.75(1C) , 35.43(1C) ,34.02(1C) ,32.69 (1C) ,32.60 (1C) ,31.94
(1C) ,31.75(1C) ,31.59 (1C) , 29.80-29.13(28C),28.18(1C),27.26(1C) ,27.22(1C)
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24.85(1C) ,24.40 (1C) , 22.79(10) ,22.73(1C) ,20.80(1C) ,19.67 (1C) ,19.52 (1C) ,14.17
(1) ,13.50(1C) , 11.33 (1C) .ELSD:17.08min,99.71% 45 ;LCMS: 10. 13,100 % 41 J&F ; MASS
(ESI, ve)m/z:1155.26 (MH'18) .

[1312]  ALL-CMST-C5bMe-2-TG- JHEREE A B A R T-2,

‘\.OTOTCI
e}
HO/\G 2.3
0 0 0 032003. TBAI
DMAP,DCM, £ i%,18 h. w 0 ¥ X ,90°C,2h
o) HO o/\© 2
o] 21 E 2
u\O\TI/OTO\n/\l/‘\"/O\/@ HZ.P_CI-C.
0 0 o EtOAc, £i2,18 h
%3
[1313]
2.6
.-OTO O OH EDC.HCI,DMAP,
o \r o o DG-hEi 5. DCM, £ 18 h,
T®4
27 i
O Ci7Hss
“\OTOTOmO{
0. ..CyH
ol o o Y 7133
o]

[1314]  DIE1.5- (WAL -3- H 3 -5-F AR & 1

[1315] |tk &W4-H R & -2H- ML -2,6 (3H) - —FH (3.0g,23.428mmol) 1 DMAP
(1.42g,11.71mmol) F-DCM (60m1) H (KR H A IR IE (1.26g,11.71 mmol) , SR J5 K S MR
EWIAE0C T T I HE: 18h i TLCHE M S ., F HLAE [ B SE RIS » 125 R4 [ BEVR G4
BRI AW, B A Rk A 12 % 4R L e FNIE O A E e i 4 iz AL &4, 15
| 2R AR AR 45 - (R -3- AR -5- AR (2.5g,45.5%) - 1H NMR (400MHz,
SA4hi-d) 67.37(s,5H) ,5.14 (s,2H) ,2.87(dd,J=16.9,4.1Hz,11) ,2.59-2.37 (m, 2H),2.32
(m,2H) ,1.07(d,J=6.1Hz,3H) .

[1316]  JDIR2 ALEH2. 611 & B

(13171 [m)5- (REAIL) -3- FH AR -5- AR IR (3.34g,78.58mmol) T-HI 2K (30m1) Hr ()
A INCs,C0, (5.12¢,157. 1Tmmo) 4 S AL SR T P 15min , I AR5 R SR T iR intL
EW2.3(1.85g,78.75mmol) (FiSE &M T-30ml FF ZE 1) FNTBAT (2.87g,7.783mmol) o ¥ S
REMAEIC FHiHE2h. i@t TLCH M S M., I HURON. 58 i > #4 I ST &4 F 7K (200m1)
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Wik FH G2 £ T8 (3x 200m1) 5L, -5 A HL /=4 Na, SO, 1, B2 72848, 15 2 AL &
W, i@ A R R (100-200 H) #H4lith . PL15% 4R 2 B F e/ E i sh AR e i
i &, AR Ja AR e i 2 S WA 2B 2 4y, 45 B BRI M ai Ak & 2.6 (3. 0g,
61.22%) .'"H NMR (400MHz , &1/ -d) 87.39 (m, 5H) ,6.81 (s,1H) ,5.16 (s,2H) ,4.95 (m, 1H) ,
2.60-2.41 (m,1H) ,2.40-2.24 (m, 1H),2.19-2.15(m,6H),2.05-1.89(d,J=15.3Hz,4H) ,
1.68-1.49 (m,14H) ,1.36 (dt,J=44.3,5.7Hz,4H) ,1.26-1.19(dt,J=10.7,4.8Hz,4H) ,
1.07-0.65 (m,9H) .
[1318] JDIR3ALEW2. TN E K
[13191 [ fb-&42.6 (3.0g,4.80mmol) T Z R Z. ik (100m1) FH VAR H A It/ % (10%
w/w,3.0g) , I HA4 i3 B i A 3 25 I FIN e = IR SR JE 4 S VR & P #E 20k H R TR
EZE IR TP 18h o )N T8 BT » K S SR A e i A e+ R I )8, IF FH 4R < B (200m1) ¥
B o VR R A IR 15 2 2R AR A G 2.7 (1.6g,72%) , HRAALET T F —
A3 'H NMR - (400MHz , &4/ -d) 66.82 (n, 1H) ,4.97 (d,J=3.1Hz,1H) ,2.62-2.43 (m, 3H) ,
2.37(s,1H) ,2.42-2.28 (m,2H) ,2.21 (dd,J=11.0,9.1Hz,4H) ,2.16 (s,2H) ,2.12 -1.99 (m,
6H) ,1.70(s,1H) ,1.63-1.51 (m,4H) ,1.49-1.38 (n,8H) ,1.41-1.26 (m,2H) ,1.31-1.14 (m,
3H),1.11(d,J=6.0Hz,2H) ,1.07-0.64 (s,6H) «
[1320]  2DIR4.1-200 & K
[1321]  FE=RE T, AE%2.7(1.0g,1.87mmol) A [A]44112(0.69g,1.12 mmol) FDCM
(20m1) H R A F 8 INEDC » HC1 (0.89g,4.67mmol) FIDMAP (0.28g,1.87mmol) - %R J5 ¥ /%
FEIR-EYIAE =R T B dE 18h o il i TLCHE I s 37 BE AR o S B TE RIS » 3628 Wi (R BIR G )» 15
FIHD) 5, 08 AT Ry b A 5 %6 2R £ B AN IE e /R e B A Sk gl Aok 4 o, 15 21
VR R PE IR 4iT-2 (1.05¢,49.9%) . 'H NMR (400MHz , &.4/i -d) 66.82 (s, 1H) ,
5.38-5.31 (m,5H) ,4.96 (q,J=2.4Hz,1H) ,4.19(dt,J=11.8,4.2Hz,2H) ,4.15 (dd,J=
12.0,6.0Hz,2H) ,2.52 (t,J=8.9Hz,1H) ,2.49-2.45(ddd,J=16.6,5.6, 3.2Hz,3H) ,2.34
(t,J=7.6Hz,5H) ,2.28(dd,J=7.7,2.2Hz,1H) ,2.15(s,3H) , 2.05(q,J=6.5Hz,8H),
1.70-1.56 (m,8H) ,1.45-1.30(d,J=9.8Hz,50H) ,1.08 (ddt,J=18.8,12.7,7.3Hz,3H) ,
1.00(d,J=6.0Hz,2H) ,0.97 (dt,J=12.4,6.2 Hz,2H) ,0.88(t,]=6.6Hz,6H) ,0.82)d,J=
4.1Hz,1H) ,0.79 (s,3H) ,0.60 (s, 3H) ."°C NMR (101MHz , {5 -d) 5209.74 (1C) ,173.25 (20) ,
171.28(1C) ,170.18(1C), 152.68(1C),130.03 (2C) ,129.73(2C) ,91.15(1C) ,75.23 (1C) ,
69.16 (1C) ,63.83 (1C),62.08(2C) ,56.77 (1C) ,53.85(1C) ,44.25(1C) ,40.48 (1C) ,39.67
(10),39.08 (1C),35.75(1C) ,35.43(1C) ,34.01 (1C) ,32.71 (1C) ,32.60(1C) ,31.93-29.12
(21C) ,28.18-27.20(8C) ,25.91 (1C) ,24.85(1C) ,24.39(1C) ,22.81(2C) ,22.71 (1C),
20.80(1C) ,19.66 (1C) ,19.46 (1C) ,14.15(1C) ,13.48(1C) ,11.32(2C) . ELSD:12.37min,
98.44 % 4 MASS (EST, ,ve)m/z:1154.73 MH'18) .
[1322]  ALL-CMST-C8b’ bMe-2-TG- JHMEREET - 414 F -

222



N 115348864 A W OB P 216/267 7

sheE CH2C|2

-3
L3

0
o i
HO\’(\(\)\/LO{O Ci7Has | cs,c0,, TBAI
0,
[1323] o O\H,CwHaa DMF, A, 54%
o)

[1324]  ¥§HRER%: (Cs,C0,,42. 5mg, 131umol) FIPU - IE T SEfi4L 4% (TBAT,8.0mg, 21.7umol)
VS E) 4176 (35. Omg, 43 5umol) AL A42.3 (18.5mg,43.5 wmol) T-DMF (2mL) H )&
PR TR G P60 C O PR3 . 5N oK S N4 A B S, FH 2R T (30mL) #i R
HHA A VLA AR ER K (%% 30mL) Paddk, T-1k (MgSO0,) Fhisi kil 4 , 13 B =4 . ek i €75
5 (8% 2 12% LM Mg/ i) 15 2 2 G IR PIRIALL -CMST-C8b " bMe -2-TG - i B 1 -4
(28.2mg,54%) o 'H NMR (401MHz,CDCL,) 86.779/6.775 (#+q,J=5.4Hz, 1H),5.41-5.22 (m,
5H) ,4.92 (m,1H) ,4.29 (dd,J=11.9,4.3Hz,2H) ,4.14 (dd, J=11.9,6.0Hz,2H) ,2.52(t,]
=8.9Hz,1H) ,2.37-2.27 (m,6H) ,2.19-2.07 (m, 3H),2.11(s,3H),2.07-1.79 (m,12H) ,
1.72-1.46 (m,15H) ,1.522/1.520 (%d, J=5.4Hz,3H) ,1.43-1.09 (m,50H) ,1.00-0.75 (m,
8H) ,0.88 (t,J=6.9Hz, 6H),0.79(s,3H) ,0.60(s,3H) ;'°C NMR (101MHz,CDC1,) 6209.8 (C) ,
173.4 (2€;0),172.2(0) ,171.1(0) ,152.8(C) , 130.2(2C;CH) , 129.9 (2C;CH) ,91.2 (CH) ,
75.3(CH) ,69.0 (CH) ,64.0 (CH) ,62.3 (2C;CH,) ,56.9 (CH) ,54.0 (CH) , 44.4(C) ,41.8-41.5
(2C;CH,) ,39.8 (CH) ,39.2(CH,) ,35.9(C) ,35.6 (CH) ,34.2 (2C;CH,) ,34.1-33.8(2C;CH,) ,
32.84/32.79 (CH,) ,32.7 (CH,) ,32.0(2C;CH,) , 31.9(CH,) ,31.7 (CH,) ,30.7-30.3 (2C;CH) ,
29.9(2C;CH,) ,29.8(2C;CH,) , 29.7 (2C;CH,) ,29.46 (2C;CH,) ,29.45 (2C;CH,) , 29.31 (2C;
CH,) ,29.25(2C; CH,) ,29.23 (2C;CH,) ,28.3 (CH,) ,27.4 (2C;CH,) ,27.3 (2C;CH,) ,26.1/26.0
(CH,) ,25.0 (2C;CH,) ,24.5 (CH,) ,22.9 (CH,) ,22.8(2C;CH,) ,20.9 (CH,) ,19.8 -19.5 (3C;
CH,) ,14.2(2C;CH,) ,13.6 (CH,) ,11.4 (CH,) . 7 : MEXFICSY bMe HekikZH°C NURfE 5
) 22 /N0, IR U AR T O — R A0 (11202341 -33. 8ppm) o

[1325]  ALL-FSI5-C12a’ aMe-2-TG I-5(1& .
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0]
Br/\/\)J\OH
EDC.HCI,.DMAP
DCM, % 32 16h 5
_g;_ =1 Br/\/\)l\o“‘
3
1
0]
C15H31‘< 0
[1326] O}OMOH
P i 81 @
C15H31‘< TH&
< DBU, TBAI
¥ 3, 85°C, 45 min
a2
X

s 0} w
0]
C15H31\n,0 I 0
O

[1327]  DIR1:ALEW3
[1328] ) 73 B2 45 W B (200mg , 0. 62mmo1) F-DCM (3m1) A VAR A #% i EDC.HC1 (300mg ,
1.57mmo1) FADMAP (38mg, 0.3 1ummol) FF7E Z i~ Hi# 15min, S8 J5 /£ =i NI N5 - 1R K ER
(220mg, 1. 13mmol) FHAE IR FHiHE 16ho BT TLCH I [ B , I H I N 58 1 i » ¥ [ SNV &
Py A7K (10m1) FBEH FHDCM (3x  10m1) ZEHX . & I I A HLJZ £Na, SO, TR IF I 4if , 13 A )
J o AR e e AR Al A AT Al LA % R TR/ O e B =4, 49 3 2 U AR 3
(270mg,89.30%) .'H NMR (400MHz,CDC13) 65.11-5.05 (m,1H) ,3.48 (t,2H) ,2.57 (t,1H),
2.40 (t,2H) ,2.16 (s,3H) ,2.08-2.02 (m,1H) , 2.10-1.90 (m,2H) ,1.90-1.79 (m,2H) ,1.75-
1.60 (m,4H) ,1.59-1.40 (m,4H) ,1.35- 1.15(m,7H) ,1.01 (m,2H) ,0.84 (s,6H) ,0.65 (s,4H) «
[1329]  #BUE2.ALL-FSI5-C12a’ aMe-TG I-5
[1330]  [m) i [A] 481 (0.20g,0.24mmol) T H 2K (3m1) H () ¥ H ¥ iNDBU (0.075 g,
0.49mmo1) H7EZE I FHi+:15min, A G EZE IR PRI &3 (0.118g, 0.24mmol) FITBAT
(0.045g,0.12mmol) ¥ X MR A NTESS C Nt 145 mino i TLCWE M B, I H I B 58 1%,
J& B RBR G FK (15ml) #%E9F FH 2R .16 (3x 10m1) ZEH, K& I A HLJZ 4 Na, S0,
T, SR 5 LR 2R R 2L A, A & PR ai i ik i Atk , DL % 4R L BR A e R
RN BE AL &Y, S8 fa IR 4a 2R 0 41, 15 2 2R HCIR Y R 4l AL & P)ALL- FST5-Cl24a’
aMe-TG 1-5(65mg,21.74%) o 'H NMR (400MHz,CDC1,) 85.42- 5.15 (m,1H) ,5.08 (s, 1H) ,4.33
(dt,2H) ,4.23-4.05 (m,4H) ,2.59 (t,1H) ,2.54- 2.43 (m,2H) ,2.41-2.30 (m,5H) ,2.24-2.19
(m,2H) ,2.16 (s,3H) ,2.09-2.03 (m, 2H) ,1.74-1.61 (m,18H) ,1.54-1.42 (m,8H) ,1.29-1.22
(s,61H) ,1.18(d,J=7.0 Hz,4H) ,0.92(t,J=6.7Hz,12H) ,0.84 (s,3H) ,0.65 (s, 3H) ."°C
NMR (101MHz, CDC13)6209.71(1C) ,176.95(2C) ,175.91(2C) ,173.30(2C) ,172.76 (1C) ,
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69.98 (1C) ,68.71 (1C) ,63.88(1C) ,63.71 (1C) ,62.16 (1C) ,56.78 (1C) ,54.16 (1C), 44.28
(1) ,40.16 (1C) ,39.62 (1C) ,39.55 (1C) ,39.09 (1C) ,35.86 (1C) ,35.47 (1C) , 34.30(1C) ,
34.08(3C) ,33.80(1C) ,33.65(1C) ,32.99 (10) ,32.92(1C) ,31.96 (4C) , 31.92(1C) ,31.57
(2€) ,29.74-29.17(14C) ,28.29(1C) ,28.16 (1C) ,27.32(1C) , 27.20(1C) ,26.15(1C),
24.89(30) ,24.40(20) ,22.81(1C) ,22.73(5C) ,21.63 (1C) , 20.84(1C),17.05(1C) ,14.17
(3C) ,13.49 (1C) ,11.37 (1C) -CPLC (ELSD) :13.77 min, 100 % £ & ;MASS (EST, ,ve) m/z: 1228
(MH',18) -ELSDJ5i%: PDS_HPLC_GEMINT X-Bridge-GRD-4;ifizhHH: (A) /K (B) HEE ; H:: C4
Jupitor, 100%4.6mm,5um; ¥ :1.0m]/min; ki : BREEIE B . ELSD: SPRAY CHAMBER-50
‘CofE100%B NZATH (8] 13, 77min.
[1331]  ALL-CMSI-Cl12a’ aMe-2-TG T-6f& K.

cl_0._Cl

T H

st CHoCly
0°C £%:2, 30 min

wOH

H A1
0 2.3
0
o L
HO O CysHay
o~
[1332] 0 19 4 81 O.__C1sHay
Cs,CO;, TBAI hig
# % 80°C. 45 min 0

H a2
g
O
‘\.OTOTO\N)\/V\/\/YlO{O CqsHay
0 0 O._CisHa4
T

1-6

[1333]  Jiy i [A) 4481 (0. 20g, 0. 24mmo1) T FH 2K (3m1) H B9 ¥+ 78 Incs,CO, (0. 160g,
0.49mmol) , IR S WA B IR TR 5min, SRGESIE TRtk &5%2.3(0.089g,
0.21mmol, W1 - 1K) & B BT iR 1l 4%) FITBAL (0.045g, 0.12mmol) .4 R SVREMEESOC R
PiFt45min L TLCHS s B, F B N 58 s » IR SR &4 FZK (16m1) #2182
fig (3x 10ml) BEHL, i A FF A HLZ LNa, S0, T IR G A HLE , 15 BP9, il i 4 A4
AT AT AL, L6 % LR L BRI OB AR R S AR R LAk &9, SR JE ik 4 4h % o
15 31 SRS M R 4l Ak A WIALL-CMST -C12a” aMe-TG 1-6 (52mg,18%) o'H NMR (400MHz,
CDC13) 86.82(q,1H) ,5.31 (m,1H) ,4.96 (s,1H) ,4.35-4.30 (m,2H) ,4.21-4.16 (m,2H) ,2.56
(t,1H) ,2.48 (q,2H) ,2.34 (t, 3H),2.18 (m,3H) ,2.03(d,1H) ,1.89(d,1H) ,1.70-1.55 (m,
20H) ,1.45-1.17 (m, 74H) ,092 (t,10H) ,0.83 (s,3H) ,0.64 (s,3H) ."°C NMR (101MHz,CDC1,) 8
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209.74(1C) ,175.91(1C) ,174.76 (1C) ,173.31 (2C) ,152.68 (1C) ,91.13 (1C) , 77.26 (1C) ,
68.72(1C) ,63.84(1C) ,62.15(1C) ,56.78 (1C) ,53.83 (1C) ,44.27(1C) , 39.65 (1C) ,39.55
(10),39.40 (1C) ,39.34 (1C) ,39.09 (1C) ,35.75 (1C) ,35.43 (1C) , 34.08(2C) ,33.66 (1C) ,
33.48(1C),33.39(10) ,32.70(1C) ,32.60 (1C) ,31.96 (2C) , 31.76 (1C) ,31.58(1C) ,29.74-
29.16(25C) ,28.19(1C) ,27.21-27.04 (3C) ,25.91 (1C) , 24.89(2C) ,24.40(1C) ,22.79
(2€) ,20.80(1C) ,19.67 (1C) ,17.06 (1C) , 16.80(1C) ,16.76 (1C) ,16.69 (1C) JHPLC (ELSD) :
11.30min, 100% 4 /% ;MASS  (EST, ve)m/z:1216 (MH",18) .ELSD /5% ; -PDS_HPLC_GEMINT X-
Bridge- GRD-4;¥izhAH: (A) 7K (B) FHEZ; #£:C4 Jupitor,100%4 . 6mm, 5um; #ifi&E: 1.0ml/
min; FE96  PREE IR ¥ ELSD: SPRAY CHAMBER-50°C o Ja] : #£100% B 11.3min.

[1334]  ALL-C10-2-TG I-7Ff)&H.

O N
s >‘_C15H31 HO
O
J\/\/\/\/\“/O_C R B ¥ B3 B
HO I O}_ -
" CisH EDC, DMAP,DCM
il 4k 9 15H31 . 3
[1335] TR g
iy
\(\O CisH34
e
0" CqsHzs

[1336]  ZE206 N, A HI 25 B A (80mg, 0. 251umol) T-DCM (2044 F7) (1) %5 ¥ ¥ IIDMAP
(30mg,0.251umol) \EDC.HC1 (120mg,0.628umol) , #R & s fnrH [A] 449 (340mg , 0. 452umol) , 3
P HE16ho 3@ I TLC I M S Y., FF H 58 1 » 4 I B TR & 4 FIDCM (2044 F3) ik, FH7K (2044
) R Z AN AKVE R (LOARAR) FIER7K (LOMARAR) Peidk AR B HL /= 42Na, SO, 458, 1 JE T
I BRI A P A Al A AT A4 LL10% -20% SR LB/ et =4, 15
]« SRR AR MIALL-C10-2-TG 1-7 (30mg,11.3%) o'H NMR (400MHz,CDC1,) 85.31-5.30
(m,1H) ,5.28-5.00 (s, 1H) ,4.35-4.31 (m, 2H) ,4.20-4.16 (m,2H) ,2.59-2.54 (t,1H) ,2.37-
2.31(m,7H) ,2.21-2.18 (m,1H) ,2.15 (s,3H),2.06-2.03 (m,2H) ,1.74-1.61 (m,8H) ,1.56-
1.24 (n,73H) ,0.97-0.90 (n, 12H),0.64 (s,3H) ."°C NVR (101MHz,CDC1,) 8209 (1C) ,173.3
(20) ,172.9 (2C),69.72(1C) ,68.88(1C) ,63.85(1C) ,62.06 (2C) ,56.77 (1C) ,54.13 (1C) ,
44.27 (1C),40.10(1C) ,39.07 (1C) 35.82(1C) ,35.4 (1C) ,34.80 (1C) ,34.17-34.06 (20) ,
32.9-32.89(3C) ,31.94-31.91(4C) ,31.5(1C) ,29.72-29.05 (29C) ,28.2(1C) ,26.1 (10),
25.1(1C) ,24.87(2C) ,24.38(1C) ,22.7-22.7(2C) ,20.81 (1C) ,HPLC (ELSD) :12.32min,
100% 2 i ;MASS (EST ,+ve) m/z:1072 (MH'+18) .ELSD Jj{%:PDS HPLC X-Bridge-150-1ml-
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Min 100% HEZ . Jii 3 #H: 100 % MEOH ; 4t « B A PDAKS Ml &% AELSDAx Ml 25 (1) Agilent
Technologies 1260Infinity.fF:X-BRIDGE C18,150%4 .6mm,5ufFifi & :1.0ml/min; & :
IR ; ELSD: SPRAY CHAMBER-50°C ;i T EL$E7E100% A T HF4E20mi 1) &5 & 72
[1337]  ALL-CMSI-C5bMe-2-TG I-8f)& ko

= ~_OH cCI__o__cl
OOE Al
o)

#5% , CHoCly

£ 3
o o 0" Cistst | g cos TBAI
m PhMe, A, 85%
[1338] O 5 O\H/C15H31
vk a4 O i
1.
O CisHa
O\n/C15H31
(@]

[1339] Rt (Cs,CO,,4.5mg, 16.8umol) APY - 11 | KAk #% (TBAT, 1.6mg, 4.2umol)
ISINE a4 (6. Img, 8. 8umol) AL &42.3 (3.6mg, 8. 4umol , UNT - 1F1& 1 AT id 1] 4)
TR (L) 5B FERHE S P B PN o R S N BT E SR, AR
i (40mL) # % , 3 ELR A HUAH FIZK (30mL) FIER7K (%2 X 30mL) #e ik, /4 (MgS0,) Fi ik
7, 43 B R (3% (15% 230% 4R 4B/ S be) 18 21 20 iR K ALL - CMST -
C5bMe-2-TG 1-8(7.8mg,85%) . H NMR (401MHz,CDC1,) 86.77 (m, 1H) , 5.27 (m, 1H) ,4.92 (m,
1H) ,4.34-4.25 m,2H) ,4.13(dd,J=11.9,6.0Hz,2H) , 2.55-2.38 (m,4H) ,2.34-2.22 (m,
6H) ,2.14 (m,1H) ,2.11(s,3H) ,2.00 (m,1H) , 1.85(m,1H),1.71-1.47 (m,13H) ,1.52(d,J=
5.5Hz,3H) ,1.43-1.08 (m,56H) , 1.03(d,J=6.2Hz,3H),0.99-0.80 (m,2H) ,0.88 (t,J=
6.9Hz,6H) ,0.79 (s,3H) , 0.60(s,3H) ;'°C NMR (101MHz,CDC1,) §209.9 (C) ,173.4 (2C;C) ,
171.4(C), 152.8(C),91.3(CH) ,75.4 (CH) ,69.3 (CH) ,64.0 (CH) ,62.2 (2C;CH,) ,56.9 (CH) ,
54.0 (CH) ,40.70/40.62 (CH,) ,40.59/40.56 (CH,) ,40.51/40.48 (CH,) ,39.8 (CH) , 39.2
(CH,) ,35.9(C) ,35.6 (CH) ,34.2(CH,) ,32.84/32.80 (CH,) ,32.7 (CH,) ,32.1 (CH,) ,31.9
(CH,) ,31.7(CH,) ,29.85(2C;CH,) ,29.81 (2C;CH,) ,29.78 (2C;CH,) , 29.6 (2C;CH,) ,29.5
(2C;CH,) ,29.4 (2C;CH,) ,29.3 (2C;CH,) ,28.3 (CH,) ,26.1 (CH,) ,26.0 (CH,) ,25.0 (2C;CH,) ,
24.5(CH,) ,22.9(CH,) ,22.8(2C;CH,) ,20.9 (CH,) ,19.8(CH,) ,19.63/19.58 (CH,) ,14.3 (2C;
CH,) ,13.6 (CH,) ,11.4 (CH,) ; HPLC (ELSD) :16.75min, 100% 4fi & ;MASS (EST, +ve) m/z:
1103.28 MH'+18)
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[1340]  ALL-ASI-C5bMe-2-TG- JHMEEEET -9 & % o
~OH

AcOH, Ac,0

—_— -

DMSO, 69%

1) SO,Cl;, CH,Cl,
2) DBU, PhMe, 80%

g
Cy7Ha3

O
oo
[1341] m O -Ci7Hs3
0 0 b
(@]

i 4K 210

[1342]  BIRI AL G4

[1343] ¥ 22 bE BERR (250mg, 0. 785mmol) « 42 (0.35mL,5.54mmol) « L FREF (1. 12mL,
10.0mmo1) FIDMSO (1.72mL, 20. 1mmo1) FIVR S WIFE IR N e =R 19N K5 S i) FH LR
2T (50mL) Bk , 3+ HoKe A HLZ FAULRT NaHCO, /K 7RI ER 7K (%-50mL) Wik , T8 (MgS0,)
WA AR BRI RERR (1 (8% 2B 2T/ B 270, 5% EL,N) A4, 5] i
8 [ IR 16 A 44 (206mg ,69%) o 'H NMR (401MHz ,CDC1,) 84.63 (s,2H) , 3.91 (m,1H) ,2.52
(t,]=9.0Hz, 1) ,2.16 (s,3H) ,2.12 (m, 1H) ,2.10(s,3H) ,1.99 (dt,J=11.9,3.3Hz, 11,
1.78-1.09 (m, 18) ,0.94 (m, 1) ,0.80 (m,11) ,0.79 (s,3H) ,0.60 (s,3H) :°C NVR (101MHz,
CDC1,) 8209.9(C) ,72.2(CH,) ,71.1 (CH) ,64.0 (CH) ,57.0 (CH) ,54.3 (CH) ,44.4(C) ,39.9
(CH) ,39.3 (CH,) ,36.0(C), 35.6(CH),33.04(CH,) ,33.02(CH,) ,32.0(CH,) ,31.7 (CH,) ,28.6
(CH, ,25.6 (CH, ,24.5(CH,) ,22.9(CH,) ,20.9(CH,) ,13.9(CH,) ,13.6 (CH,) ,11.6 (CH,)
[1344]  JBUR2.ALL-ASI-C5bMe-2-TG-JHIEZHET-9

[1345]  #E0°C T, ¥4I S (6.0uL,74.0umol) ¥ NE| 1L A 44 (20.0mg,52.8 umol) T
CH,CL, (2uL) YA, 3645 ROSAIAEO CF SHE04 b A S SRR R4 5 T PR
(3X5mL) ARSI T FRIRAE - SR 5 B AZ M AR R T 2K (1. 5uL) o, IR 3 2
TBEREL. 5/ Y R ] 442210 (47.5 mg,63 . 4umol) FIDBU (12.6uL,84 . 5umol) FH %< (1mL) H
RIVATR R JRRR S AE S IR T B — /NI o S N 4R £ W (30mL) ke, I HLAS A L
FH K AN ER 7K (%-25mL) Yk, 15 (MgS0,) I8 R Ik 4 , 45 2™ 1)« el id ik e 0% (8%
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£9% LR LR/ T ) 2k, 13 3] 20 O PR Y I ALL-AST - C5bMe-2-TG- JHIBRHET -9
(45.7mg,80%) - 'H NMR (401MHz,CDC1,) 85.39 -5.23 (m,7H) ,4.301/4.296 (%dd,J=11.9,
4.3Hz,2M) ,4.13(dd,J=11.9,6.0 Hz,2H) ,3.86 (m, 1H) ,2.56-2.38 (m,4H) ,2.34-2.21 (m,
6H) ,2.16 (m,1H) , 2.11(s,3H) ,2.06-1.93 (m,9H) ,1.75 (m,1H) ,1.71-1.08 (m,60H) ,1.04
(d,J= 6.5Hz,3H) ,0.88(t,J=6.9Hz,6H) ,0.99-0.75 (m,3H) ,0.78 (s,3H) ,0.60 (s, 3H)
.°C NMR (101MHz,CDCL,) 6209.8 (C) ,173.4 (2C;0) ,172.0(C) ,171.4(C), 130.2(2C;CH) ,
129.8(2C;CH) ,87.8(CH,) ,74.7 (CH) ,69.3 (CH) ,64.0 (CH) , 62.2(2C;CH,) ,56.9 (CH) ,54.2
(CH) ,44.4(C) ,41.0(CH,) ,40.8(CH,) ,39.5(CH) , 39.2(CH,) ,36.0(C),35.6(CH) ,34.1(2C;
CH,) ,33.6 (CH,) ,32.7 (CH,) ,32.04 (2C:CH,),31.99(CH,),31.7 (CH,) ,29.9(2C;CH,) ,29.8
(2C;CH, ,29.7(2C; CH,) ,29.46 (2C5CH,) ,29.45 (2C;CH,) ,29.31 (2C;CH,) ,29.26 (2C;CH,) ,
29.23 (2C;CH,) ,28.5(CH,) ,27.39 (CH) ,27.36 (2C;CH,) ,27.31 (2C:CH,) ,26.5(CH,) , 25.0
(2C;CH,) ,24.5 (CH,) ,22.9 (CH,) ,22.8 (2C;CH,) ,20.9 (CH,) ,19.8 (CH,) , 14.2(2C;CH,) ,
13.6 (CH,) ,11.5 (CH,)

[1346]  ALL-ASI-C10b’bMe-2-TG- JHMERHEET - 3261 & ik o

‘\\OH

AcOH, Ac,0

DMSO, 69%

1) SO,Clp, CH,Chy
2)DBU, PhMe, 34%

@)
T O)J\C H
33
o] 0\rr01?H33

O 4k 172

[1348]  fii ] ESCONT-9FE PRI RE e, IR TR A 1 72408 v TR] 44:210R 5 ARALL - AST-C10b’
bMe-2-TG- i ER e 1 - 32 o3 i ek i (15 vk (3% LR 4T/ 2K) 4lifh , 158 3 & I8 (IR 1)
ALL-AST-C10b’ bMe-2-TG-JHEREST-32 (15. 7Tmg,34%) o 'H NMR (401MHz,CDC1,) 85.40-5.23
(m,5H) ,5.31 (s,2H) ,4.29(dd,J=12.0, 4.0Hz,2H) ,4.14(dd,J=11.9,6.0Hz,2H) ,3.85
(m,1H) ,2.52(t,J=9.0Hz,1H) , 2.35-2.27 (n,6H) ,2.19-2.07 (n,3H) ,2.10 (s, 3H) ,2.06-
1.87 (m,11H) ,1.80 -1.09 (m,70H) ,0.93(d,J=6.6Hz,3H) ,0.92 (d,J=6.9Hz,3H) ,0.88 (t,
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J=6.9 Hz,6H) ,0.96-0.74 (m,2H) ,0.77 (s,3H) ,0.59 (s,3H) ; '°C NMR (101MHz, CDCI,) 8
209.9(C) ,173.4(C) ,173.0(C) ,172.4(C) ,130.2 (CH) ,129.9 (CH) ,87.7 (CH,) ,74.7 (CH) ,
69.0 (CH) ,64.0 (CH) ,62.3 (CH,) ,56.9 (CH) ,54.2 (CH) ,44.4 (C) ,42.15/42.14 (CH,) ,41.80/
41.79 (CH,) ,39.5(CH) ,39.2(CH,) ,36.85/36.83 (CH,) ,36.83/36.81 (CH,) ,36.0(C) ,35.6
(CH) ,34.2 (CH,) ,33.59/33.58 (CH,) , 32.7 (CH,) ,32.1(CH,) ,32.0(CH,) ,31.7 (CH,) ,30.48/
30.46 (CH) ,30.3 (CH) , 29.91(CH,) ,29.85(CH,) ,29.7 (CH,) ,29.5 (CH,) ,29.32 (CH,) ,29.26
(CH, ,29.23 (CH,) ,28.5(CH,) ,27.4(CH,) ,27.3(CH,) ,27.24/27.23 (CH,) ,27.21/27.20
(CH,) , 26.5(CH,) ,25.0(CH, ,24.5 (CH,) ,22.9 (CH, ,22.8 (CH,) ,20.9 (CH,) , 19.82/19.81
(CH,) ,19.67/19.65 (CH,) ,14.3 (CH,) ,13.6 (CH,) ,11.6 (CH,) : 7 : H TAFTEIR X B A 1A , 17
255 I :EST-HRMS :C_ H , NaO, , [M+H T TH 5B 11859243 ; S IME 41185, 9223,
[1349]  ALL-AST-C12b’ bMe-2-TG-JHERHERT -34H & F o

AcOH, Ac,O

DMSO, 69%

1) SO,Cly, CH,Cl,
2) DBU, PhMe, 50%

O
0 OJLC H
[1350] HOWWO{ 17M33
@] OYC!THK‘:

O a4k 174

@]
o )K/\/\/\/%C H
. o 7His
A} ~ 5 O
O —_—
o] \[(M/\C?Hw
1-34 0

(13511  ff FH ESCAT- 94 (AR 7, A AR 174488 H AR 210K & ALL- AST-C12b’
bMe-2-TG- MEREST - 34 o 3F i ik e (0 153 (3% 2B 2T/ W %) 4lif, , 459 3] 52 6 0 R 4 1)
ALL-AST-C12b’ bMe-2-TG-JHERFRT -34 (23.5mg,50%) . 'H NMR (401MHz,CDC1,) 85.39-5.24
(m,5H) ,5.31(s,2H) ,4.28(dd,J=11.9, 3.7Hz,2H) ,4.14(dd,J=11.9,6.0Hz,2H) ,3.85
(m,1H) ,2.52(t,J=9.0Hz,1H) , 2.36-2.26 (m,6H) ,2.18-2.06 (m,3H) ,2.10 (s, 3H) ,2.06-
1.87 (m,11H) ,1.81 -1.08 (m,74H) ,0.94 (d,J=6.6Hz,3H) ,0.92(d,J=6.6Hz,3H) ,0.88 (¢,
J=6.9 Hz,6H) ,1.00-0.74 (m,2H) ,0.77 (s,3H) ,0.59 (s,3H) ; '°C NMR (101MHz, CDCI,) 8
209.9(C) ,173.4(2C;0) ,173.1(C) ,172.4(C) ,130.2(2C;CH) ,129.8 (2C;CH) ,87.7 (CH,) ,
74.7(CH) ,69.0 (CH) ,64.0 (CH) ,62.3 (2C5CH,) ,56.9 (CH) , 54.2(CH) ,44.4(C) ,42.2 (CH,) ,
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41.8(CH,) ,39.5(CH) ,39.2 (CH,) ,36.9 (CH,) , 36.8(CH,) ,36.0(C),35.6 (CH) ,34.2 (2C;
CH,) ,33.59/33.57 (CH,) ,32.7 (CH,) , 32.04(2C;CH,) ,31.98(CH,) ,31.7 (CH,) ,30.5 (CH) ,
30.4 (CH) ,29.92 (2C;CH,) , 29.90 (2C;CH,) ,29.8 (2C;CH,) ,29.7 (2C;CH,) ,29.5 (4C;CH,) ,
29.31(2C;CH,) , 29.25 (2C;CH, ,29.23 (2C;CH, ,28.5 (CH,) ,27.4 (2C;CH,) ,27.3 (2C;CH,) ,
27.1(2C;CH,) ,26.5 (CH,) ,25.0(2C;CH,) ,24.5(CH,) ,22.9 (CH,) ,22.8(2C; CH,) ,20.9
(CH,) ,19.8(CH,) ,19.7 (CH,) ,14.3 (2C;CH,) ,13.6 (CH,) ,11.6 (CH,) -

[1352]  ALL-ASI-C6-2-TG-JHEREET-40/ & Ko

AcOH, Ac,0

B ]

DMSO, 69%

1) SO,Cl,, CH,Cl,
2) DBU, PhMe, 74%

O
o .
[1353] HO\"]/\/\)LO_CO C‘|7H33
0 @)

\n/CﬂHaa
O

C6- 8 -TG- ih A% A

[1354]  fl ] ESONT-9RRMRIRE S, FHC6 - IR - TG- R R (h Rl #4276) 4Q% Rl R210K &
JALL-AST-C6-2-TG- i BB T - 40 1 FHJ7 S 10 FiA AR 57 F P TR R 112 R S i) 4%
C6- W2 - TG~ JHI R MK o A ol i 17 (8% 229% LR LM/ T ) 4hik, , 13- 51 26 (IR i1
ALL-ASI-C6-2-TG-JHERNRT-40 (31.6 mg,74%) . H NMR (401MHz,CDC1,) 85.39-5.28 (m,4H) ,
5.31(s,2H) ,5.25 (m,1H),4.29(dd,J=11.9,4.3Hz,2H) ,4.13(dd,J=11.9,5.9Hz, 2H) ,
3.85(m, 1H),2.52(t,J=8.9Hz,1H),2.38-2.26 (m,8H) ,2.14 (m, 1) ,2.10(s,4H) ,2.06 -
1.94 (m,9H) ,1.78-1.08 (m,66H) ,0.87 (t,]=6.8Hz,6H) ,0.98-0.73 (m,2H) , 0.77(s,3H),
0.59(s,3H) ;"°C NMR (101MHz,CDCL,) §209.9 (C) ,173.4(2C;C) , 173.0(C) ,172.4(C) ,130.2
(2C;CH) ,129.8(2C;CH) ,87.9 (CH,) ,74.8 (CH) ,69.2 (CH) ,63.9 (CH) ,62.1 (2C;CH,) ,56.9
(CH) ,54.1(CH) ,44.4(C) ,39.5(CH) ,39.2 (CHy ,36.0(C) ,35.6 (CH) ,34.12 (2C;:CH,) ,34.10
(CH,) ,33.9(CH,) ,33.6 (CH,) , 32.6(CH,) ,32.03(2C;CH,) ,31.98(CH,) ,31.7 (CH,) ,29.9
(2C;CH,) ,29.8(2C; CH,) ,29.7(2C;CH,) ,29.5 (4C;CH,) ,29.31 (2C;CH,) ,29.25 (2C;CH,) ,
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29.21 (2C:CH,) ,28.5(CH,) ,27.4 (2C;CH,) ,27.3 (2C;CH,) ,26.5 (CH,) ,25.0(2C;CH,) , 24.5
(CH,) ,24.3 (CH,) ,24.2 (CH,) ,22.9 (CH,) ,22.8(2C;CH,) ,20.9 (CH,) ,14.3 (2C;CH,) ,13.6
(CH,) ,11.5(CH,) sEST-HRMS:C, 1, ,NaO, [M+Na']fi+H M H1101.8304; 52 M{E N
1101.8299.

[1355]  ALL-ASI-C8-2-TG-yHERHEL- 4114 .

AcOH, Ac;O

DMSO, 69%

1) SO,Cly, CH,Cl,

2) DBU, PhMe, 80%
O
o J
[1356] HOW/\/\/\)LO{O Cq7H33
0 O\H/CwHas
o ] 4k 277 o
0O
Q /U\/\/\/\/R/C?Hw
O
‘,.OVOY\/\/\)LO{
o] _
O YW\/\_/\CTHW
1-41 O

(13571 A _ESONT-93RBERI R /7, HIHR T 4827 TAQE Hh [ 48 2105k & BRALL - AST-C8-2-
TG- MR IR T -41 o8 i ik i vk (8% 9% LR LR/ T he) 4tk , 45 31 5 T G R
ALL-AST-C8-2-TG-iHERMRT-41 (35.0mg,80%) o 'H NMR  (401MHz,CDC1,) 85.40-5.29 (m,5H) ,
5.31(s,2H) ,5.25(m,1H) ,4.29(dd,J= 11.9,4.4Hz,2H) ,4.14(dd,]=11.9,5.9Hz,2H) ,
3.85(m,1H) ,2.53 (t,J=8.9 Hz,1H) ,2.31(t,]=7.6Hz,4H) ,2.30 (t,J=7.6Hz,4H) ,2.13
(m,1H) ,2.11(s, 3H),2.07-1.93 (m,9H) ,1.79-1.09 (m,70H) ,0.99-0.73 (m,2H) ,0.88 (t,]
= 6.8Hz,6H) ,0.77 (s,3H) ,0.59 (s, 3H) : °C NMR (101MHz,CDC1,) 6209.9 (C) , 173.4 (3C;
) ,172.8(C) ,130.2 (2C;CH) ,129.8 (2C;CH) ,87.8(CH,) ,74.8 (CH) , 69.1 (CH) ,64.0 (CH) ,
62.2(2C;CH,) ,56.9 (CH) ,54.2 (CH) ,44.4(C) ,39.5 (CH) , 39.2(CH,),36.0(C),35.6(CH) ,
34.5(CH,) ,34.17 (CH,) ,34.15 (2C;CH,) ,33.6 (CH,) ,32.7 (CH,) ,32.04 (2C:CH,) ,31.98
(CH,) ,31.7 (CH,) ,29.9 (2C;CH,) ,29.8 (2C;CH,) ,29.7 (2C;CH,) ,29.5 (4C;CH,) ,29.31 (2C;
CH,) ,29.25(2C;CH,) , 29.21 (2C;CH,) ,28.9 (CH,) ,28.8(CH,) ,28.5 (CH,) ,27.4 (2C;CH,) ,
27.3(2C; CH,) ,26.5(CH,) ,25.0(2C;CH,) ,24.8 (CH,) ,24.7 (CH,) ,24.5 (CH,) ,22.9 (CH,) ,
22.8(2C;CH,) ,20.9 (CH,) ,14.3 (2C;CH,) ,13.6 (CH,) ,11.6 (CH,) sESI-HRMS: Cg,H, NaO, [M+
Na' T THHAE A1129.8617 ; SLWIME K1129.8599.
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[1358]  ALL-AST-C8bMe-2-TG- JHEREET - 4211 & % o

AcOH, Ac,O

R

DMSO, 69%

1) SO,Cly, CH,Cl,
2) DBU, PhMe, 54%

0

O
HO
[1359] O{
@

0
T4k 178

Ci7Haa

Ci7Ha3

0
N
T

o

[1360] {5 ESONT-OFEARE e, FH rh ) A 1 78X Hh IR 442 105K & ALL - AST-C8bMe-
2-TG-IMBRIRT - 42 i Rk (i vk (8% 9% LR LR/ T ke) 4k, 1331 2 70 & iR it
ALL-AST-C8bMe-2-TG-JHERHET-42 (24.0mg,54%) o 'H NMR (401MHz,CDC1,) 65.39-5.23 (m,
5H) ,5.31(s,2H) ,4.28(dd,J=11.9, 4.3Hz,2H),4.13(dd,]J=11.9,6.0Hz,2H) ,3.85 (m,
1H) ,2.52 (t,J=8.9Hz,1H) , 2.36-2.25(m,7H) ,2.19-2.07 (m,2H) ,2.10 (s, 3H) ,2.06-1.87
(m,10H) ,1.75 (m,1H) ,1.69-1.08 (m,67H) ,0.93 (d,J=6.6Hz,3H) ,0.87 (t,J=6.8Hz,6H) ,
1.00-0.74 (m,2H) ,0.77 (s,3H) ,0.59 (s,3H) : °C NMR (101MHz,CDC1,) 8 209.9(C) ,173.40
(2€;0),173.38(C) ,172.3(C) ,130.2(2C;CH) ,129.9(2C;CH) , 87.8(CH,) ,74.7 (CH) ,69.0
(CH) ,64.0 (CH) ,62.3 (2C;CH,) ,56.9 (CH) ,54.2 (CH) ,44.4(C) ,41.7 (CH,) ,39.5(CH) ,39.1
(CH,) ,36.4 (CH,) ,36.0(C) ,35.6 (CH) , 34.5(CH,) ,34.2(2C;CH,) ,33.6(CH,) ,32.7 (CH,) ,
32.04 (2C:CH,) ,31.99 (CH,) , 31.7(CH,) ,30.3(CH) ,29.90 (2C:CH,) ,29.85 (2C:CH,) ,29.7
(2C;CHy) ,29.5 (4C;CHy) ,29.32 (2C;CH,) ,29.26 (2C;CH,) ,29.23 (2C;CH,) ,28.5 (CH,) ,27.4
(2C;CH,) ,27.3 (2C;CH,) ,26.6 (CH,) ,26.5 (CH,) ,24.98 (CH,) ,24.96 (2C:CH,) , 24.5 (CH,) ,
22.9(CH,) ,22.8(2C;CH,) ,20.9 (CH,) ,19.6 (CH,) ,14.3(2C;CH,) , 13.6 (CH,) ,11.6 (CH,) ;
EST-HRMS:C_ H,,,0,, IMHH' T+ 5B M 1143 . 87745 SCE J 1143 . 8762,

7077121710

[1361]  ALL-ASI-C8b’ bMe-2-TG- JHFRHET - 1314 & o
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AcOH, Ac,0

DMSO, 69%

1) SO,Clp, CH,Cl,
2) DBU, PhMe, 79%

O
0
[1362] HO\r\r\)\)LO
! g

0]
e
o 5] 4k 176 \c[)r

Cq7Haa

Ci7Haa

O

¢ J\MN;/C H
o 0 7M15
L ~ O
O

o __
\l.(\/\/\./‘\_/\c?H15

113 o

(13631 fl I ESCONT- 952 O RE 7, A Fb IA] A4 1 7640 h ] 482105k & AL - AST-C8b’
bMe-2-TG- JHAR N - 13 L R R (1% (8% 9% LR MR/ Cbe) 4k, 153 2t Ik
WIRIALL-AST-C8b’ bMe-2-TG-JHERME1-13 (47.5mg, 79%) . H NMR (401MHz,CDC1,) 85.42-
5.19 (m,5H) ,5.30(s,2H) ,4.28 (dd, J=11.9,4.3Hz,2H) ,4.13(dd,J=11.9,6.0Hz,2H) ,
3.85(m,1H) ,2.52(t,J= 8.9Hz,1H) ,2.37-2.26 (m,6H) ,2.17-2.07 (m,3H) ,2.10(s,3H) ,
2.05-1.86 (m,11H),1.80-1.08 (m,65H) ,0.96-0.91 (m,6H) ,0.87 (t,J=6.8Hz,6H) ,0.98 -
0.74 (m,3H) ,0.77 (s,3H) ,0.59 (s, 3H) ;'°C NMR (101MHz,CDC1,) 8209.8 (C),173.4(2C;C) ,
172.86/172.84(C) ,172.26/172.24(C) ,130.2 (2C;CH) ,129.9 (2C;CH) ,87.7 (CH,) ,74.7
(CH) ,69.06 (CH) ,64.0 (CH) ,62.3 (2C;CH,) ,56.9 (CH) ,54.2(CH) ,44.4(C) ,42.1/42.0
(CH,) ,41.8/41.6 (CH,) ,39.5(CH) ,39.2 (CH,) ,36.0(C),35.6 (CH) ,34.2(2C;CH,) ,34.1
(CH,) ,33.9(CH,) ,33.59/33.58 (CH,) ,32.7(CH,) ,32.04 (2C;:CH,) ,32.00 (CH,) ,31.7 (CH,) ,
30.7/30.5(CH) , 30.5/30.4 (CH) ,29.91 (2C;CH,) ,29.85 (2C;CH,) ,29.66 (2C;CH,) ,29.46
(2C; CH,) ,29.45 (2C;CH,) ,29.32 (2C;CH,) ,29.26 (2C;CH,) ,29.23 (2C;CH,) ,28.6 (CH,) ,
27.4(2C;CH,) ,27.3 (2C;CH,) ,26.51/26.49 (CH,) ,25.0(2C;CH,) ,24.5 (CH,) ,22.9 (CH,) ,
22.8(2C;CH,) ,20.9 (CH,) ,19.9/19.8(CH,) ,19.7/19.6 (CH,) , 14.2(2C;CH,) ,13.6 (CH,) ,
11.6 (CH,) o« o T AR X WL 57 A A A2 42, WA BIVF 2 1°C NMR{E 5 1) XU ; EST-HRMS :
C, 1, Na0,  [M+Na ] ) HH S4B A 11578930 S M 11578911,

[1364]  ALL-CASI-C8-2-TG- RS- 291 7 i«
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~OH Cl

Cs,CO3, TBAI
DMF, A, 53%

i 0
HO
[1365] YW\)I\O{

[1366]  JDYRL ALEP2. 410 %

[1367]1  {EO0°C N, K& FFEREF g (22.3uL,0.251mmol) AIMLAE (38. 1uL,0.471 mmol) #¥ N
B & T 2 E B R (50 0mg, 0. 157mmol) fYICH,CL, (2mL) H, HKHRAITEOC T #3093 81,
HARJGE IR N Bede— /N 4 S R4 FICH,CL, (30mL) #7iB% , 3 LKA HLAE FH K A1 EE K (3%
30mL) Pk, T4 MgS0,)  FF kW4, 19 2 2 0 (o I ARIR R S 42 4 (64 . 5mg, iE &)
HARZ LR E T ; 'H NMR (400MHz , CDC1,) 85.74 (ABq, 2H) ,4.99 (m, 1H) ,2.52 (t, J=
9.0Hz,1H) ,2.16 (m, 1H) ,2.11 (s,3H) ,2.00 (dt,J=11.8,3.3Hz,1H) ,1.88 (m,1H) ,1.75-
1.47 (m,9H) ,1.44-1.12 (m,8H) ,1.01-0.77 (m,2H) ,0.80 (s, 3H) ,0.61 (s,3H) .

[1368]  5%2:ALL-CAST-C8-2-TG- HIERHET - 29

[1369]  4Cs,CO, (36.5mg, 112umol) FITBAI (6.9mg, 18. Tumol) AR INFIC8- R -TG- R,
(FPIEA£277) (29.0mg,37. 3umol , A5 FI 7 S 10 B idk (A% e ey w ) 445 1 12760 e P 50 ) %) A
thEW2.4(15.3mg,39.4umol) FDMF (2mL)  HH IV H  HBHR A PITETOC R INF /N
B S S A 2 =R AR AT (30mL) #Re , I HAS A HUAR FH/KATER K (B-30mL) Hes, +
f (MgS0,) FHIRUR R 4i , 75 B 7= RE R B2 (8% 210% LR LR/ Cle) AR B R 6
MERPIAIALL-CAST-C8-2-TG-JHIRFE L -29 (22.Tmg,53%) : 'H NMR (401MHz, CDC1,) 85.78-
5.71 (m,2H) ,5.39-5.20 (m,5H) ,4.94 (m, 1H) ,4.29 (dd,J= 11.9,4.3Hz,2H) ,4.13(dd,J=
11.9,5.9Hz,2H) ,2.52 (t,J=8.9Hz,1H) ,2.37 (t, J=7.5Hz,2H),2.31 (t,J=7.6Hz,2H) ,
2.30(t,J=7.6Hz,4H) ,2.14 (m,1H), 2.10(s,3H) ,2.05-1.93 (m,9H) ,1.84 (m,1H) ,1.79-
1.12 (m,61H) ,0.98-0.75 (n,2H) ,0.87 (t,J=6.7Hz,6H) ,0.78 (s,3H) ,0.59 (s, 3H) ; °C NMR
(101MHz, CDCL,)8209.8(C),173.4(2C:C),172.8(C),172.3(C),153.6(C) ,130.2 (2C;
CH) ,129.9(2C;CH) ,81.9(CH,) ,75.7 (CH) ,69.1 (CH) ,63.9 (CH) ,62.2 (2C;CH,) , 56.9 (CH) ,
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54.0(CH) ,44.4(C) ,39.8(CH) ,39.2(CH,) ,35.9(C) ,35.6 (CH) ,34.2 (3C;CH,) ,33.9(CH,) ,
32.8(CH,) ,32.7(CH,) ,32.0(2C:CH,) ,31.9(CH,) ,31.7 (CH,) ,29.9(2C;CH,) ,29.8 (2C;
CH,) ,29.7 (2C;CH,) ,29.5 (4C;CH,) ,29.31 (2C; CH,) ,29.25 (2C;CH,) ,29.22 (2C5CH,) ,28.77
(CH,) ,28.76 (CH,) ,28.3(CH,) , 27.4(2C;CH,) ,27.3(2C;CH,) ,26.1 (CH,) ,25.0 (2C;CH,) ,
24.7(CH,) ,24.5 (CH,) ,24.4(CH,) ,22.9(CH,) ,22.8(2C;CH,) ,20.9 (CH,) ,14.3 (2C;CH,) ,
13.6 (CH,) ,11.4(CH,) .

[1370]  ALL-CASI-C8b bMe-2-TG- JHE&EHEET - 3014 ik o

stox , CHaClg
- 2

W\U\ .
HO

o{

[1371] | o

Cs,CO3, TBAI
DMF, A, 87%

[1372]  fl f_ESCONT-294R B FE /7, AT AP R AR 17648 C8 -2 - TG - JHI R i K 5 BALL -
CASI-C8b’ bMe-2-TG- JHERERT - 30 . 3B i kR (o ik (8% 9% LR L |E/ ko) 4EAL ™1, 15
| I IR P ALL -CAST-C8b’ bMe-2-TG- 2 FE 1-30 (35.8mg,87%) . 'H NMR (401MHz,
CDC1,) 85.81-5.70 (m,2H) ,5.40- 5.22 (m,5H) ,4.94 (m,1H) ,4.28 (dd,J=11.9,4.3Hz,2H) ,
4.13(dd,J=11.9,6.0 Hz,2H) ,2.52(t,]=8.9Hz,1H) ,2.42-2.27 (m,6H) ,2.23-2.07 (m,
3H),2.10 (s,3H),2.07-1.80 (m,12H) ,1.76-1.10 (m,65H) ,1.00-0.75 (m,8H) ,0.87 (t, J=
6.7Hz,6H) ,0.79 (s,3H) ,0.59 (s,3H) ;'°C NMR (101MHz,CDC1,) 6209.8 (C),173.4 (2C;C) ,
172.2(0) ,171.7(0) ,153.6 (C) ,130.1(2C;CH) ,129.8 (2C; CH) ,81.8(CH,) ,75.6 (CH) ,69.0
(CH) ,63.9 (CH) ,62.2 (2C;CH,) ,56.8 (CH) , 54.0(CH) ,44.4(C) ,41.8/41.6(CH,) ,41.5/41.3
(CH,) ,39.7 (CH) ,39.2(CH,) ,35.9 (C),35.5(CH),34.1(2C:CH,) ,34.00/33.97 (CH,) ,
33.85/33.83(CH,) ,32.8(CH,) , 32.7(CH,) ,32.0(2C;CH,) ,31.9(CH,) ,31.7 (CH,) ,30.60/
30.43 (CH) , 30.43/30.25 (CH) ,29.89 (2C;CH,) ,29.83 (2C;CH,) ,29.65 (2C;CH,) ,29.45 (4C;
CH,) ,29.30 (2C;CH,) ,29.24 (2C;CH,) ,29.21 (2C;CH,) ,28.3 (CH,) ,27.34(2C; CH,) ,27.30
(2C:CH,) ,26.1(CH,) ,25.0 (2C;CH,) ,24.5 (CH,) ,22.9 (CH,) ,22.8 (2C;CH,) ,20.9 (CH,) ,
19.76/19.71 (CH, ,19.57/19.52 (CH,) ,14.3 (2C;CH,) , 13.6 (CH,) ,11.4 (CH,) :¥E: i T4EXT
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Bt SRR AELE , 72 1°C NMRIG I W82 514 2 W (S5 .
[1373]  ALL-CASI-C5bMe-2-TG- JHFRHET - 39111 & F% o

Ci7H33 Cs,CO3, TBAI
DMF, A, 62%

[1374] Homo{
o} 0

[1375]  fi FH ESCNT-2948 BE RO AR 7, FH AR (B 442 104X B C8 - 2 - TG - Jh PR ik R & B ALL -
CAST-ChbMe-2-TG-JHERIET -39 Il I HE IR (1157 (9% 2210% LR 418/ 2 k) 2 =9, 15
| 5 Tt R I ALL - CAST - C5bMe - 2- TG - PR BS T - 39 (27.6mg,62%) - 'H NMR (401MHz,
CDC1,) 85.78-5.73 (m,2H) ,5.40- 5.22 (m,5H) ,4.95 (m, 1H) ,4.300/4.295 (%dd,J=11.9,
4.2Hz,2H) ,4.13(dd,] =11.9,6.0Hz,2H) ,2.56-2.38 (m,4H) ,2.30 (t,J=7.6Hz,4H) ,
2.36-2.25(m, 2H) ,2.14 (m,1H) ,2.11 (s,3H) ,2.08-1.93 (m,9H) ,1.84 (m,1H) ,1.74-1.08
(m, 61H) ,1.03(d,J=6.3Hz,3H) ,0.87 (t,J=6.9Hz,6H) ,0.99-0.76 (m,2H) ,0.79 (s,3H),
0.59(s,3H) ;'°C NMR (101MHz,CDCL,) §209.8 (C) ,173.4(2C;C) , 171.3(C),170.9(C) ,153.6
(€) ,130.2(2C;CH) ,129.8 (2C:CH) ,81.8(CH,) ,75.7 (CH) ,69.3 (CH) ,63.9 (CH) ,62.2 (2C;
CH,) ,56.8 (CH) ,54.0 (CH) ,44.4(C) ,40.6 (CH,) ,40.3(CH,) ,39.7(CH),39.2(CH,) ,35.9
(€),35.5(CH) ,34.1(2C;CH,) , 32.8(CH,) ,32.7(CH,) ,32.0(2C;CH,) ,31.9(CH,) ,31.7
(CH,) ,29.9 (2C;CH,) , 29.8(2C;CH,) ,29.7 (2C;CH,) ,29.5 (4C;CH,) ,29.31 (2C;CH,) ,29.25
(2C;CHy) , 29.22(2C;CH,) ,28.3(CH,) ,27.4(2C;CH,) ,27.3(2C;CH,) ,27.2(CH) ,26.1
(CH,) ,25.0(2C;CH,) ,24.5 (CH,) ,22.9 (CH,) ,22.8 (2C;CH,) ,20.9 (CH,) ,19.7 (CH,) ,14.3
(2C;CH,) ,13.6 (CH,) ,11.4 (CH,) sELSD:6.42min,99.67% 4% MASS (ESI,,ve)m/z:
1123.65 MH'+18) .

[1376]  ALL-CDMPHB-C5bMe-2-TG- JHEREET - 100 & B,
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o
HO 0 o) L
w O CiHas | ce,c0,
[1377] 0 O‘<: DMF, A, 41%
OTC1?H33 B
0

[1378]  JBER1.fb&H2. 51+

[1379]  FE0°C N, K4- e KL A RS (79. Tmg,0.396mmo 1) FIMLRE (57. 10,
0.706mmol) ¥ N E &5 A Z b2 BEER (90 Omg, 0. 283mmol) fJCH,CL, (10mL) H1 , JFRHR A WIME =
i T E2 57N oK S N FHCH,C, (30mL) FRE , 3 H KA HLAH A FINaHCO, 7K ¥ (3 X
30mL) A& 7K (30mL) BEE:, T4 MgS0,)  Ff k= W4 , 19 31 & Jo (0 B AR 4k & 72 . 5
(137mg , SE ) , J 35 R BV PNPEI= 1) CRA14 R %) o 'H NMR (401MHz,CDC1,) §
8.32- 8.24 (m,2H) ,7.43-7.36 (m,2H) ,5.05 (m,1H) ,2.53 (t,J=9.0Hz,1H) ,2.15 (m, 1H),
2.12(s,3H),2.03 (m,1H) ,1.94 (m,1H) ,1.80-1.49 (m,8H) ,1.45-1.14 (m, 9H) ,0.98 (m,1H) ,
0.86 (m, 1H) ,0.83 (s,3H) ,0.62 (s, 3H) »

[1380]  254%2.ALL-CDMPHB-C5bMe-2-TG- JHERHET- 10

[1381]  REmxBEE4H (13.7mg,99.3umol) MMM B AH2.5 (12.0mg, 24 . 8umol) FIH [A] {4279
(24.1mg,27.3umol) J-DMF (1.5mL) H IR , FHFREPIFE 707 C N IIFAPE R I/ o
S NIV JI A IR, F 4R £ 05 (20mL) #ike , FH R AINaHCO, K L (3 X 20mL) AEE 7K (20mL)
Beds, T4 (MgS0,) FRIg Rk 45 , 19 BHL = 38 i e R € i1k (20 % %225 % £ Tk / O fe) 4k
1k, 158 31 5 T PR 42 (I ALL - CDMPHB - C5bMe - 2- TG - JHIERHET- 10 (12. 4mg ,41%) .33 : 'H NMR
W R B AELE5 % - 10 % [ 55 2 R4 iR, 25 45 DMPHBUG (E AR 4 Bl 2 B 45 2 . ' NMR (40 1MHz
CDC1,) 87.10 (s, 2H) ,5.39-5.24 (m,5H) ,5.05 (s,2H) ,4.91 (m,1H) ,4.32(dd,J=11.9,
4.2Hz,2H) ,4.147/4.145 (%dd,J=11.9, 6.0Hz,2H) ,2.73(dd,J=14.9,5.1Hz,1H) ,2.66-
2.48 (m,4H) ,2.37(dd,J= 15.2,7.3Hz,1H) ,2.31 (t,J=7.6Hz,4H) ,2.14 (s,6H) ,2.13 (m,
1H) ,2.10(s,3H), 2.07-1.91 (m,8H) ,1.84 (m,1H) ,1.72-1.07 (m,61H) ,1.15(d,J=6.4Hz,
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3H), 0.99-0.73 (m,3H),0.88(t,J=6.9Hz,6H) ,0.78 (s,3H) ,0.59 (s, 3H) ;EST-HRMS:
Cy ol Na0 , [M+Na' ] ) H A8 A 1249 . 8829 S 412498792,
[1382]  ALL-TML-C8bMe-2-TGIHERERI - 12011 & /&

¥ i) {4k 267 o) OH

l DCC, DMAP, D-CSA, DCM, =ik, 45h

[1383]

[1384] | HH (A1 44267 (0.500g,0.502mmo1) F-DCM (5ml) HH B HeFE iAW Vs in DMAP
(0.061g,0.502mmo1) \DCC (0.310g,1.50mmol) FID- 4 itz (D- CSA) (0.030g,
0.150mmo1l) o Kf Jz BiVR AL 30 N I FE 10781 U s Z2 e BE R (0.159¢,0.502mmol) , FF:
W TS R SRS YITE IR N T A8 /NS o Gl i TLC IS I fe N BEFE  48/INI I 5 RN 56 B o 4 R
MR AP FIDMK (5 ml) #RE I+ FIDCM (3x  10m1) EHL, 3 EUB& I 1B HLZE LR BR AN T 15
B WRY , 15 2R 5 o 8 A 19 Ad 1 100-200 H R AT 44, IF HEL 10% 2R 2
fis/ CL ke s B alifh 44, 13 F|ALL - TML-C8bMe - 2- TGYHERHET- 12 (100mg,15.37%) .'H NMR
(400MHz , & 1fi-d) 66.84 (S, 1H) ,6.59(S,1H) , 5.42-5.30 (m,4H) ,4.96 (S,1H) ,4.35(dd,J=
12.0Hz,4.0Hz,2H) ,4.20 (dd,J= 11.6Hz,5.6Hz,2H)) ,2.95 (m,2H) ,2.62 (m,6H) ,2.48-
2.33(m,5H) ,2.30(S,3H), 2.26-2.12(m,6H) ,2.05(d,J=5.6Hz,8H) ,1.79-1.59 (m,12H) ,
1.34-1.12 (m, 56H),1.00(d,J=4.8Hz,3H) ,0.93 (m,9H) ,0.75 (s, 3H) ,0.64 (s,3H) .J¥: i
FHLEE K5 N 1. 6ppm, —LEIE AR BOHI A . 1°C NMR (101MHz , 545 -d) 8 209.65 (1C) ,
173.27(2C) ,172.46 (1C) ,172.14(1C) ,171.35(1C) ,149.53 (1C) , 137.93(1C) ,135.90
(1C) ,133.62(1C) ,132.36 (1C) ,130.02-129.72 (5C) ,123.07 (20),69.72(1C) ,68.90 (1C) ,
63.89 (1C) ,62.12(1C) ,56.91 (1C) ,54.03 (1C) ,48.95 (1C) ,44.26(2C) ,41.58(1C) ,39.87
(10),39.15(1C) ,39.07 (1C) ,36.35(1C) ,35.62 (1C),35.38(1C) ,34.97 (1C) ,34.02 (20) ,
32.74(1C),31.92(20) ,31.66 (2C) ,31.55 (1C),30.18-28.22(22C) ,27.23(3C) ,27.19
(20) ,25.46 (2C) ,24.83(1C) ,24.41 (1C),22.70(1C) ,20.76 (4C) ,19.45(1C) ,14.14 (1C) ,
13.46 (1C) ,11.26 (1C) » ELSD:17.95min,98.58% 4l & ; LCMS (202nm) :6.362min, 100 % 4l
J& ;MASS (EST,+ve)m/z:1313.58 (MH+18) .
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[1385]  ALL-TML-C8b’ bMe-2-TGYHESHET - 141 & 1%

i+ ja] 4k 268 '9) OH

l DCC, DMAP, D-CSA, DCM, £:&, 16h

[1386] H:\HJ\O

1-14

[1387]  ja) A 44268 (0.500g,0.495mmo1) F-DCM (5ml) HH B ¥t FE AW ¥ in DMAP
(0.062g,0.495mmo1) \DCC (0.306g,1.48mmo1) FID-CSA (0.0301 g,0.148mmol) .44 % V&
YIAE S I NP 1020 B o Vs I ) 22 b BB (0. 157 g,0.495mmol) , ¥ B e MRS e =
T N PERE 16/ 38 3 TLC W W Sz B 3R AE , I HL16h 5 [ B 58 i o 44 s B2 VR &40 FHDMZK. (30m1)
MiBEFEFH DCM (3x 25ml) ZHL, IF HA& A VL Z & B RN T 1 I 5025k 4 , 15 24
JoT o B I A TS AS F100-200 H RERR AT 4140, - HUA8% LR 4T/ Cbeveiaifb &4,
5 FALL-TML-C8b’ bMe-2-TGIHFREET- 14 (100mg, 15.41%) .'H NMR (400MHz , & {}j-d) 87 .28
(S,1H) ,6.82(S,1H) ,5.40-5.28 (m, 4H) ,4.94 (m,1H) ,4.33(dd,J=12.0Hz,4.18Hz,2H)
(dd,J=12.0Hz,,6.0Hz,2H)) , 2.84 (m,4H) ,2.58(d,J=9.6Hz,4H) ,2.42-2.28 (m, 10H) ,
2.24(S,3H) ,2.19-2.14 (m,6H) ,2.07-2.02 (m,14H) ,1.70-1.58 (m,6H) ,1.31-1.23 (m,
56H) ,1.08(d,J= 5.2Hz,3H) ,0.98(d,J=6.4Hz,3H) ,0.91 (t,J=13.2Hz,10H) ,0.73 (S,
3H) ,0.69 (d, J=3.2Hz,3H) ."C NMR (101MHz, &4/ -d) 6209.66 (1C) ,173.28 (2C) ,172.14
(1C) ,171.94(1C) ,171.35(1C) ,149.51 (1C) ,137.95(1C) ,135.87(1C) ,133.63 (1C),
132.34(10) ,130.03-129.72 (5C) ,123.03 (1C) ,69.71 (1C) ,68.91 (1C),63.90(1C) ,62.12
(10) ,56.91 (1C) ,54.02 (1C) ,48.97 (1C) ,42.47 (1C) ,41.49(1C) ,39.87 (1C) ,39.06 (1C) ,
37.10(1C) ,36.63 (1C) ,35.62 (1C) , 35.38(1C),33.84(20),32.75(1C) ,31.92(2C) ,31.67
(20) ,31.55(1C) ,30.57- 29.11(24C) ,27.23(3C) ,27.19(20) ,25.47 (3C) ,24.84 (10) ,
24.41(1C) ,22.70(1C) , 19.78(4C) ,19.40(1C) ,14.14 (1C) ,13.46 (1C) ,11.43 (1C) ,ELSD:
19.22min, 98.20% 4l ,LCMS (202nm) :6.323min, 91 .23 % 4§ & .MASS (EST,+ve)m/z:
1327.87 (MH+18) »

[1388]  ALL-TML-C5bMe-2-TG I-31fI& %
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~OH )OL
HO
O "CisHay
O._CisH
o) 0 \I_I/ 157131
; )
b ji] 4k 283
EDC, DMAP
[1389] CH2C|2, 27%

[1390]  KDMAP (4.7mg,38.8umol) FIEDC « #4HC1 (14.9mg,77 . Tumol) ¥ N 2] il 2 Jo Il i
(14.8mg,46 . 6umol) FAH[E] 44154 (35. 0mg, 38. 8umol) T+ CH,C1, (1.5mL) HH RV, FHH5 TR
EOE IR N — K22/ K S R4 FHCHLCL, (BmL) B , V8 Ik e I 4 TR A5 R I
% B RER R (8% B 12% LR LR/ Cke) 4lidL, 13 2 5B 70t IR Y ALL - TML -
C5bMe-2-TG T- 31(12.8mg,27%) .'H NMR (401MHz,CDC1,) 86.80 (d,J=1.9Hz, 1H) ,6.56
(d,J=1.7Hz,1H) ,5.29 (m, 1H) ,4.91 (m, 1H) ,4.315/4.308 (%dd,J=11.9,4.2 Hz,2H),
4.15(dd,J=11.9,5.9Hz,2H) ,2.834/2.829 (each ABq, A8,,=0.077, J,,=14.8Hz,2H),
2.67(dd,J=15.3,5.5Hz,1H) ,2.56 (s, 3H) ,2.63-2.47 (m, 4H),2.35(dd,J=14.7,8.4Hz,
1H) ,2.30(t,J=7.5Hz,4H) ,2.23 (s,3H) ,2.14 (m, 1H),2.12(s,3H),2.02 (m,1H) ,1.72-
1.03 (m,75H) ,1.13(d,J=6.3Hz,3H) , 0.94-0.80 (m,2H) ,0.87 (t,J=6.9Hz,6H) ,0.71 (s,
3H) ,0.63 (m, 1H) ,0.60 (s, 3H) ;'°C NMR (101MHz,CDC1,) 8209.8 (C) ,173.4 (2C5C) ,171.43
(€),171.40 (C),171.2(C),149.5(C) ,138.1(C) ,136.1(C),133.7(C) ,132.6 (CH) ,123.2
(CH) , 69.9(CH) ,69.3 (CH) ,64.0(CH) ,62.2(2C;CH,) ,57.0(CH) ,54.2(CH) ,49.1 (CH,)),
44.4(C) ,41.4(CH,) ,40.7 (CH,) ,40.0(CH) ,39.3 (CH,) ,39.2(C) ,35.8(C), 35.5(CH) ,34.2
(2C;CH,) ,32.9(2C;CH,) ,32.1(2C;CH,) ,32.0(CH,) , 31.83/31.81(CH,) ,31.81/31.79
(CH,) ,31.7 (CH,) ,29.84 (6C;CH,) ,29.81 (4C; CH,) ,29.77 (2C:CH,) ,29.6 (2C:CH,) ,29.5
(2C;CH,) ,29.4(2C:CH,) ,29.3 (2C; CH,) ,28.4(CH,) ,27.3(CH) ,26.2(CH,) ,25.6 (CH,) ,25.0
(2C:CH,) ,24.5(CH,) , 23.0(CH,) ,22.8(2C:CH,) ,20.9 (CH,) ,20.5 (CH,) ,19.9(CH,) ,14.3
(2C;CHy) , 13.6(CH,) ,11.4 (CHy) ;¥ : B TAFEARXS WOR A, R B — LEWE(F 5 .

[1391]1  ALL-CMSI-C12b bMe-2-TGMBERMEGT - 35011 &
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o)
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o)
0 o)kc
HO " 17133 | cs,c0, TBAI
[1392] 5 DMF, A, 51%
O OYC1TH33
W ] 4k 174 fe}

1-35

[1393]  4Cs,CO0, (36.5mg, 112umol) FITBAI (6.9mg, 18. Tumol) AR ANEI [Al44174 (29. Omg,
37.3umol) MMLEY)2.3 (15.3mg,39. 4umol , AN -1 & B s il #6) T-DMF (2mL) HH (1
S IR A IAETOC O A /N o K s ML A A SR, HI 4R 2T (30mL) #k , 5 L
P A HUAR AR AR 7K (B 30mL) e ik, T4 MgS0,) FF 8RR AR , 75 FIHEL 70 o T i 0 3%
(8% £10% LR LR/ Ce) 15 5 2 T A AR HIALL -CMST -C12b” bMe -2 - TG AR BET - 35
(22.7mg,53%) o 'H NMR (401MHz,CDC1,) 85.78-5.71 (m,2H) ,5.39-5.20 (m,5H) ,4.94 (m,
1H) ,4.29 (dd,J=11.9,4.3Hz,2H) ,4.13(dd,J=11.9,5.9Hz, 2H),2.52(t,]J=8.9Hz,1H),
2.37(t,J=17.5Hz,2H) ,2.31(t,J=7.6Hz,2H) ,2.30 (t,J=7.6Hz,4H),2.14 (m,1H),2.10
(s,3H),2.05-1.93 (m,9H) ,1.84 (m,1H) , 1.79-1.12 (m,61H) ,0.98-0.75 (m,2H) ,0.87 (t,]
=6.7Hz,6H) ,0.78(s,3H) , 0.59(s,3H) ;'°C NVR (101MHz,CDC1,) 209.8 (C) , 173.4 (2C;0) ,
172.8(C), 172.3(C),153.6(C) ,130.2(2C;CH) ,129.9 (2C:CH) ,81.9 (CH,) ,75.7 (CH) ,69.1
(CH) ,63.9 (CH) ,62.2(2C;CH,) ,56.9 (CH) ,54.0 (CH) ,44.4 (C) ,39.8(CH) ,39.2 (CH,),35.9
(C),35.6 (CH) ,34.2(3C;CH,) ,33.9(CH,) ,32.8 (CH,) ,32.7 (CH,) , 32.0(2C;CH,),31.9
(CH,) ,31.7 (CH,) ,29.9 (2C;CH,) ,29.8 (2C;CH,) ,29.7 (2C; CH,) ,29.5 (4C:CH,) ,29.31 (2C;
CH,) ,29.25 (2C;CH,) ,29.22 (2C;CH,) ,28.77 (CH,) ,28.76 (CH,) ,28.3 (CH,) ,27.4 (2C;CH,) ,
27.3(2C:CH,) ,26.1(CH,) ,25.0 (2C;CH,) ,24.7 (CH,) ,24.5 (CH,) ,24.4 (CH,) ,22.9 (CH,) ,
22.8(2C;CH,) ,20.9 (CH,) ,14.3(2C;CH,) ,13.6 (CH,) ,11.4 (CH,) .

[1394]  ALL-CMSI-C6-2-TGIMERRET -43 ) £k
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Cq7Ha3 Cs,CO,, TBAI
DMF, A, 52%

i o)
HOM {
[1395] ©

[1396]  fdi H B3 NT-3542 AR 7, I [E 44276408 Al f& 1742k & ALL- CMST-C6-
2-TG-JMREEL - 43 B =W iE i FE AR (it (9% £10% LFR 4 TiE/ k) 4lifh, , 15 3 570 (1 i
IR ALL-CMST -C6-2-TG - JHERFT-43 (24.6mg, 52%) .'H NMR (401MHz,CDC1,) 86.765/
6.762 (%q,J=5.4Hz,1H) ,5.41- 5.19 (m,5H) ,4.92 (m, 1H) ,4.29(dd,J=11.9,4.3Hz,2H) ,
4.13(dd,J=11.9,5.9 Hz,2H) ,2.52(t,J=8.9Hz,1H) ,2.41-2.26 (m,8H) ,2.15 (m, 1H) ,
2.11(s,3H), 2.07-1.91 (m,9H) ,1.85 (m,1H) ,1.73-1.46 (m,19H) ,1.520/1.517 (%d,J=
5.4Hz,3H) ,1.43-1.08 (m,45H) ,0.99-0.76 (m,3H) ,0.87 (t,J=6.9Hz,6H) , 0.78(s,3H),
0.60 (s,3H) ;'°C NMR (101MHz,CDC1,) §209.9 (C) ,173.4(2C;C) , 172.4(C),171.3(C) ,152.8
(C) ,130.2(2C;CH) ,129.9 (2C;CH) ,91.3 (CH) ,75.3 (CH) ,69.3 (CH) ,64.0 (CH) ,62.2 (2C;
CH,) ,56.9 (CH) ,54.0(CH) ,44.4(C) ,39.8 (CH),39.2(CH,) ,35.9(C),35.5(CH) ,34.1 (2C;
CH,) ,33.8(CH,) ,33.74/33.72 (CH,) ,32.84/32.78 (CH,) ,32.72/32.70 (CH,) ,32.1 (2C;
CH,) ,31.9(CH,) ,31.7 (CH,) ,29.91(2C;CH,) ,29.85(2C:CH,) ,29.7 (2C;CH,) ,29.5 (4C;
CH,) ,29.33 (2C;CH,) ,29.26 (2C;CH,) ,29.23 (2C;CH,) ,28.3 (CH,) ,27.4 (2C;CH,) ,27.3
(2C;CH,) ,26.1/26.0(CH,) ,25.0(2CsCH,) ,24.5 (CH,) ,24.2 (CH,) ,24.02/24.00 (CH,) ,22.9
(CH,) ,22.8(2C;CH,) ,20.9 (CH,) ,19.8(CH,) ,14.3 (2C;CH,) ,13.6 (CH,) ,11.4(CH,) .

[1397]  ALL-CMSI-C8-2-TGIMERESI -441 & i,
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st , CHoCly

C17Ha3 Cs,CO4, TBAI
DMF, A, 74%

i o
[1398] HO\(\/\/\)]\O_C

(13991 Fl 3OO T- 3552 (A RE P » Al AR IR A4 27 TAGES AR IR R 1 TAR £ BGALL - CMST-C8-
2-TG- JHEREET - 44 . 8 I kR (31 (9% £210% L TR LI/ B bt) dhidb r= 4, 49 81 2 70 (iR
PIRIALL -CMST-C8-2-TG-JHER G T -44 (34.5mg, 74%) o 'H NMR (401MHz,CDC1,) 86.765/6.761
(#q,]=5.4Hz,1H) ,5.40-5.20 (m, 5H),4.92 (m,1H) ,4.29(dd,J=11.9,4.3Hz,2H) ,4.13
(dd,J=11.9,5.91z,2H) , 2.52(t,J=8.9Hz,1H) ,2.39-2.26 (m,8H) ,2.14 (m, 1H) ,2.10 (s,
3H),2.07- 1.91 (m,9H) ,1.85(m,1H) ,1.73-1.47 (m,19H) ,1.516/1.511 (#+d,J=5.4Hz,
3H) ,1.42-1.08 (m,49H) ,1.00-0.73 (m,3H) ,0.87 (t,]J=6.9Hz,6H) ,0.78 (s, 3H),0.59 s,
3H) ;'°C NMR (101MHz,CDC1,) 8209.9 (C) ,173.4 (2C;C) ,172.8 (C),171.7(C) ,152.8(C),
130.2(2C;CH) ,129.8 (2C;CH) ,91.2 (CH) ,75.3 (CH) , 69.1 (CH) ,63.9 (CH) ,62.2(2C;CH,) ,
56.9 (CH) ,53.9 (CH) ,44.4 (C) ,39.8(CH) , 39.2(CH,) ,35.9(C),35.5(CH) ,34.16 (CH,) ,
34.15(2C;CH,) ,34.09/34.07 (CH,) , 32.82/32.78 (CH,) ,32.71/32.69 (CH,) ,32.0 (2C;CH,) ,
31.9(CH,) ,31.7(CH,) , 29.9(2C;CH,) ,29.8(2C;CH,) ,29.7 (2C;CH,) ,29.5 (4C;CH,) ,29.32
(2C;CHy) , 29.25(2C;CH,) ,29.22 (2C;CH,) ,28.80 (CH,) ,28.75 (CH,) ,28.3 (CH,) ,27.4 (2C;
CH,) ,27.3(2C;CH, ,26.1/26.0 (CH,) ,25.0 (2C;CH,) ,24.7 (CH) ,24.50 (CH,) , 24.48(CH,) ,
22.9(CH,) ,22.8(2C;CH,) ,20.9 (CH,) ,19.8(CH,) ,14.3 (2C;CH,) , 13.6(CH,) ,11.4(CH,) ;
VE  F T AR BT R AR (K A7 AE , 7S5 B W4 2 X0  EST-HRMS : C, H, ,NaO , [M+Na] f¥]
THEE91201.8829; SLI{E Y 1201.8807,

[1400]  ALL-CMSI-C8bMe-2-TGIHEREET - 45/ 45K
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[1401] HOMO{ b DMF, A, 88%

[1402]  fi f_E3CONT- 3582 BEAGREFP , AT AR A 178 AR Hh 1A A 1 745K 45 BALL - CMST -
C8bMe-2-TG- AR R - 45 . ST REIR (3% (8% 2210% LR LW/ k) Aide =), 1331 2
T AR YIIALL -CMST - C8bMe - 2- TG R R T -45 (48.5 mg,88%) .'H NMR (401MHz,CDC1,) 8
6.770/6.767 ($%q,J=5.4Hz,1H) , 5.41-5.21 (m,5H) ,4.92 (m,1H) ,4.29 (dd,J=11.9,
4.3Hz,2H) ,4.14(dd,J= 11.9,5.9Hz,2H) ,2.52(t,J=8.9Hz,1H) ,2.37-2.26 (m,7H) ,
2.20-2.06 (mn, 2H),2.11(s,3H),2.07-1.90 (m,10H) ,1.85 (m,1H) ,1.521/1.519 (++d,]J=
5.4 Hz,3H),1.72-1.08 (m,66H) ,0.93 (d,J=6.2Hz,3H) ,1.00-0.76 (m,3H) ,0.88 (t,]=
6.9Hz,6H) ,0.79 (s,3H) ,0.60 (s,3H) ;'°C NMR (101MHz,CDC1,) 6209.8 (C) ,173.4 (2C;C) ,
172.3(C) ,171.6 (C) ,152.8(C) ,130.1(2C;CH) ,129.8(2C; CH) ,91.2(CH) ,75.2 (CH) ,69.0
(CH) ,63.9 (CH) ,62.2 (2C;CH,) ,56.9 (CH) ,53.9 (CH) ,44.3(C) ,41.7 (CH,) ,39.7 (CH) ,39.2
(CH,) ,36.4(CH,) ,35.8(C),35.5(CH) , 34.12(2C;CH,) ,34.09 (CH,) ,32.80/32.75 (CH,) ,
32.69/32.67 (CH,) ,32.0(2C; CH,),31.8(CH,) ,31.7(CH,),30.3(CH),29.9(2C;CH,) ,29.8
(2C;CH,) ,29.6 (2C;CH,) ,29.4 (4C;CH,) ,29.3 (2C;CH,) ,29.23 (2C;CH,) ,29.20 (2C;CH,) ,
28.3(CH,) ,27.33 (2C;CH,) ,27.28 (2C;CH,) ,26.4 (CH,) ,26.1/26.0 (CH,) ,24.9 (2C;CH,) ,
24.8(CH,) ,24.5 (CH,) ,22.9 (CH,) ,22.8 (2C:CH,) ,20.9 (CH,) ,19.8 (CH,) ,19.6 (CH,) ,14.2
(2C:CH,) ,13.6 (CH,) ,11.4 (CH,) : 7 : B T-AEXT B AR IO AAAE , 7R FELLAB L T WL 58 31 X0
EST-HRMS:C. . H,, NaO , [M+Na'] 13551201 . 8829; SLilifE 1201 . 8807

[1403]  ALL-CMSI-C5bMe- 211 & Ak

245



N 115348864 A W OB P 939/267 7

Y

AN
o ﬁ -
I DCM, DMAP, % i, 16h Tol, G8,CO;, 90°C, 2h

e
[1404] \Q\‘

EtOAc, 20%Pd(OH), C,
%i5.,16h, 150 psi H, 0 ALL-CMSI-C5bMe-

[1405]  JBIR1.4L&W5.1

[1406]  [A)4- 1 3 —&(-2H-ntm-2,6 (3H) - - (1.5g,11.718mmol) F-DCM (20m1) EPE@?%?
P IIDMAP (1.42g,11.718mmol) o ¥4 e By A PI7E =& FHEFE 10min, SRR ID (2,4-—
HH A R OR L) FEEE (0.98g,5.859mmol) o I MR G- W7E S iR PR 16h o 8 TLC S il )
B o 2N 58 S 5 H I SR ) P 7K (20m1) A5 FHDCM (3x 20m1) A HL  ¥-A #LJZ HIN HC1
(20m1) /5'5/%@ K& IF AN ZEANa, SO, T I B 20K, 15 8 B B RIR AL &) 5.1
(1.9g, &%) , HEBEHT T —PB.'"H \MR (400MHZ CDC1,) 8 7.30(d,J=8.8Hz,1H) ,

6.50 (dd, ,J=2.0Hz,2H) ,5.13 (s,2H) ,3.88(s,3H) ,3.82 (s,3H),2.91 (m,1H) ,2.51(d,J=
5.2Hz,2H) ,2.45(d,J=6.4Hz,2H) ,1.08 (s, 3H) .

[1407]  JBIR2.4L5W)5.2

[1408]  m{bA42.3(2.15g,5.067mmol s FEANT - 1A B B P2 4E) THZR (5ml) H 1)
AR INCs ,C0, (3.29g, 10 134mmo1) JFAEZ I T HEHE 15min, SRS /£ =i T I INAL &9
5.1(1.5g,5.067mmol) (FHli7 i T-10m1 H 2KH) A1 TBAT (0.934g,25.33mmol) K [ VR &4
FE90°C T i H 2h o 3 I TLC MR I S 87 o i B2 58 B 5 4 e VR P FHZK (10m1) #oBEIF F 4R
T 3x 10m1) AEHL, JF B &I A HLUEZNa, S0, T4 B R SR S 7 B NIk IR, 13
FIRAAA W5 . 2, o A 1A PR J (100-200 ) SR4lifh . LL12% .18 Z. g fl T e A
BRI AL S, ARG AE B A R Vel ai g5y , 453 3 44k & 4052 (1.92,55.96%) . 'H

NMR (400MHz , 54)i-d) 87.28 (q,J=9.6Hz, 1H),6.79(d,]J=5.6Hz,1H) ,6.48 (dd,J=5.6Hz,
2H) ,5.32 (m,1H) ,5.10(s,2H) , 3.83(s,6H) ,2.56-2.31 (s,6H) ,2.18(s,3H) ,1.67-1.50 (m,
10H) ,1.43(d,J=10.0 Hz,2H) ,1.04-0.93 (m,6H) ,1.32-1.18 (m,10H) ,0.82(s,3H) ,0.61
(s,3H) »

[1409]  #I3.ALL-CMSI-C5bMe-

[1410] ran/a\%B .2(1.65g,2.42mmol) T L& Z.Tg (20m1) H A i n20 % S A 4L
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/8% (0.900g, (50%7K43) ) » 3T HAG Frds B i FHN, e = I ¥ I BV -5 ) (E 150psi H,
JE1F (FEmEEZEH) IR THFE16h. B TERUE ¥ R VIR G %Lﬁﬁ@iéLﬁﬁ%
LR TR (30m1) Bk o 8 I S T, 45 2IRH A o1, 38 e A (i vk Ad AR (60-120H) #H
aifl . LL15% 4R L Bs A e A i sl AH e i 4l A6 & W, 31725 iR 4 40 2% 43, 493 B 4TEALL -
CMSI- C5bMe-7 (0.500g) . 'H NMR (400MHz , 51/ -d) 86.80 (q, J=5.2Hz, 1H) ,4.94 (u,1H),
4.13 (m,2H) ,2.52(dd,J=17.6,8.8Hz,5H) ,2.36 (t,]=7.6Hz,1H) , 2.13(s,3H),2.03(t,J
=14.4Hz,2H) ,1.89 (m,2H) ,1.55(d,J=5.2Hz,6H) ,1.48- 1.23(m,9H) ,1.11(s,3H) ,1.01-
0.89 (m,4H) ,0.84 (d,J=14.4Hz,3H) ,0.61 (s, 3H) ;"°C NMR (101MHz , %1% -d) 6209.91 (1C) ,
177.69(1C) ,177.64 (1C) , 170.23(1C) ,152.67 (1C) ,91.18(1C) ,75.25(1C) ,63.82(1C)
56.74(1C) ,53.81 (1C) , 44.26(1C) ,40.29 (1C) ,40.20(1C) ,39.63 (1C) ,39.04 (1C) ,35.72
(10) ,34.40(1C) , 32.57(1C),31.51(1C),29.68(1C) ,28.14 (1C) ,25.89(1C) ,24.36 (1C) ,
22.78(1C), 21.04(1C),20.76(1C),19.61(2C) ,13.45(1C) ,11.25(1C) ;ELSD:3.88min,
100 % #1415 ; LCMS (202nm) :4.66min. ,82.18% 40 )& ;MASS (ESI, .ve)m/z:552.36 (MH+18) .
[1411]  ALL-CMSI-C5bMe-2-TG- £ FREET - 3614 K.
O

HO\(\O/U\C?HH)
(@)
07 CiHis
¥ Ja] 4K 192

EDC.HCI,DMAP,MDC

£i&,16h
[1412]
ALL-CMSI-C5bMe- #
0
0._0._0 0 M~~~
rryryCe
o
O)\/\/\/\

1-36

[1413]  [H]ALL-CMSI-C5bMe-#% (0.250g,0.468mmol) T-DCM (3m1) H )45 35 3 K T Vs INDMAP
(0.057g,0.468mmo1) FIEDC.HC1 (0.223g,1.17mmol) . ¥4 RiVRAN1E =i FHEE1043 b

NN a4 192 (0.161g,0.468mmo1) , HKE AT 15 e NIR AP0 7E 2 N FE i FE 167N o [ B 5
BG4 SN VRS DMK (3ml) FRE 3 FIDCM (3x  3ml) HL, I3F B4 I I A L E L B
TR B AW AE , 15 B 5 . A3 100-200 H ik kil i A i g 47 4lifk . L4 % 2R 2
i /DOMBE Mt 4k Ak &4 , 75 FIALL - CMST-C5bMe - 2-TG- £ 2l 1-36 (90mg,22.35%) 'H NMR
(400MHz , 517 -d) 66.82 (q,J=5.2Hz,1H) , 5.34 (m,1H) ,4.96 (m,1H) ,4.35(d,J=11.6Hz,
2H) ,4.20(dd,J=11.6,5.6Hz, 2H),2.58(d,J=8.8Hz,4H) ,2.37-2.29 (m,6H) ,2.20 (S,
3H) ,1.70-1.56 (m, 19H) ,1.32-1.29 (m,27H) ,1.08(d,J=5.6Hz,3H) ,1.00-0.99 (m,8H) ,
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0.64 (S, 3H) ." CNMR (101MHz , & {/id) 6209.65 (1C) ,173.27 (20) ,171.26 (1C) ,170.14 (10),
152.65(10) ,91.14 (1C) ,75.20 (1C) ,69.14 (1C) ,65.00 (1C) ,63.81 (1C) , 62.05 (1C) ,56.75
(1C) ,53.83 (1C) ,44.23 (1C) ,39.65 (1C) ,39.06 (1C) ,35.73 (1C) , 35.41(3C) ,31.65 (20) ,
29.70(1C) ,29.05 (30) ,28.90 (3C) ,28.15(1C) ,27.13(1C) , 25.89 (1C) .24.83(3C) ,24.37
(1C) ,22.59 (1C) ,22.79 (20) ,20.77 (1C) ,19.63 (1C) , 19.47 (1C) ,14.06 (4C) ,13.45 (1C) ,
11.29(1C) -ELSD:5.13min, 100 % 4ii & ; LCMS (230nm) :17.037min, 100 % 4fi & ; MASS (EST, +
ve)m/z:878.46 MH+18)

[1414]  ALL-CMSI-C5bMe-2-TG- T BRHESI- 37114 1K

O

HO\(\O)LCSHT

A

O™ "CsHy
1,3 -R-T Bt

EDC.HCI,DMAP ,MDC

TiR,16 h
[1415] ALL-CMSI-C5bMe- &
0
YT
0 o O o)

1-37

[1416]  ffi F ESCAT-3632 LR 7, AR AR 115408 Hh B 4R 1922k & ALL- CMST -
C5bMe-2-TG- ] FRMEET -37 . il i #F (1 19248 F100-200 H EE g k47 41k, 3 HPI3% 4R &
i /DOMBE Jii 4t Ak, &4 , 75 FALL-CMST -C5bMe-2-TG- T FRlE1-37 (100mg, 28.56%) .'H NMR
(400MHz , 51/ -d) 66.80 (q,J=5.2 Hz,1H) ,5.32 (m,1H) ,4.94 (m,1H) ,4.34(d,J=11.2Hz,
2H) ,4.18(dd,J= 11.2,5.6Hz,2H) ,2.57 (m,1H) ,2.47(d,J=10.8Hz,4H) ,2.34-2.27 (m,
6H) , 2.15(S,3H) ,1.71-1.54 (m,14H) ,1.43-1.35(m,2H) ,1.27-1.17 (m,8H) ,1.12 (S,3H),
1.06(t,J=5.6Hz,3H) ,0.99-0.80 (m,10H) ,0.61(S,3H) . ""CNMR (101MHz, &.4/d) 6209.91
(10),173.73(1C) ,173.10(3C) ,171.29 (1C) ,170.19 (1C),152.65(1C) ,91.13(1C) ,75.21
(10) ,69.13 (1C) ,65.00 (1C) ,63.81 (1C) , 62.25(1C) ,56.74 (1C) ,53.81 (1C) ,44.24 (1C) ,
40.55(1C) ,40.36 (1) ,39.05 (1C) , 35.96(3C) ,35.40(1C) ,32.67 (1C) ,31.93 (1C) ,29.70
(10) ,28.15(1C) ,27.13(1C) , 25.93(1C) ,24.36 (1C) ,22.77 (1C) ,20.77 (1C) ,19.63 (20) ,
14.13(4C) ,11.29(2C) - ELSD:4.07min, 100% 2§ & ; LCMS (202nm) :4.919min, 100 % 44 & ;
MASS (ESI,+ve)m/z:766.38 MH'+18) «

[1417]  ALL-CMSI-C5bMe-2-TG- Z FREET - 38114 %
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14 4k 284

EDC.HCI,DMAP,MDC
Zi&, 16 h

[1418] ALL-CMSI-C5bMe-

YT

1-38

[1419]  f§i H BN T-3692 LR 7, b AR 28448 Hh B R 1922k A i ALL- CMST -
C5bMe-2-TG- ZFRMET - 38 . 3@ i # 0 1%y 48 FI100-200 H fE e dk 4744k, 3 HLL10% -11% &
g 2.1/ S e B Atk &4, £ FIALL -CMST-C5bMe - 2-TG- ZFREST-38 (100mg,30.87%) - 'H
NMR (400MHz , 5.4)i-d) 86.80 (q,] =5.2Hz,1H) ,5.32 (m,1H) ,4.93 (m,1H) ,4.33(d,J=12Hz,
2H) ,4.18(d,J=5.6 Hz,2H) ,3.51 (m,1H) ,2.52(d,J=8Hz,4H) ,2.31 (m,2H) ,2.18-2.00 (S,
8H), 1.88(d,J=13.6Hz,1H) ,1.68-1.54 (m,6H),1.40(d,J=8Hz,3H),1.27-1.18 (S,
10H) ,1.06-1.05 (m,3H) ,0.99-0.81 (m,8H) ,0.62 (S, 3H) ."°C NMR (101 MHz, % f}j-d) 6209.67
(10) ,171.32(1C) ,170.46 (2C) ,170.20 (1C) ,152.66 (1C) , 91.15(1C) ,75.22 (1C) ,69.00
(10) ,63.81 (1C) ,62.29(3C) ,56.74 (1C) ,53.84 (1C) , 44.23 (1C) ,40.58(1C) ,40.51 (1C) ,
40.39 (1C) ,39.05(1C) ,35.73 (1C) ,35.44 (1C) , 32.66 (1C) ,31.73(1C),28.15(1C) ,27.17
(1C) ,25.89(1C) ,24.36 (1C) ,22.79(1C), 20.77(2C),20.67 (1C) ,19.62(2C) ,19.44 (1C) ,
13.46 (1C) ,11.29 (1C) .ELSD: 3.70min, 100% 4§ & ; LCMS (202nm) :4.787min, 100 % 44 & ;
MASS (EST,+ve) m/z:710.32 MH+18) .

[1420]  ALL-CAST-C8b’Me-2-TG-JHERHET-491 4 F%,
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(»] 9] Cs,CO4, TBAI, TR,
L 0 | 90°C, 2h
Cy7Has o’j/ OH

5 o]
[1421] o A o ] 4k 293

1-49, ALL-CASI-C8b'Me-2-TG- ;i &% 5

[1422]  ja) r E) 44293 (0. 240g,0.303mmo 1) F-H 2K (100m1) H ¥ HA n Cs,CO,
(0.197g,0.607mmol) , FF44 HAE = I FHiHE 15min, SR S5 7E = PNk &42.4 (0. 124g,
0.303mmol) (Fi5E i F-2ml H 4 Hh) FNTBAT (0.056 g,0.151mmol) ¥ MR & MFE90°C R
P HE2h o B TLC M I S B o SN 56 i » 4 I TR G 40 FH /K (50m1) I H 4R 4 lis (2x
50ml) ZHL, & I AN Z L BERAN T 15 IF 125 2800, 15 2R A& 7, il i AT il
TR (100-200 H) K Halifh . LA3% -5% LR LB A be E AR sh A e i 4tk &9, SR a5 1
e 75 SR Aa A8 2 53, 15 2 2 RS VE AR 44k 5 PALL- CAST-C8b’Me-2-TG-JHPRERT -
49 (100mg,28.3%) : 1H NMR (400MHz , & fj- d) 65.78 (s, 1H) ,5.41-5.25 (m, 1H) ,4.97 (m,
1H) ,4.32(dd,J=11.9,4.4Hz,2H) , 4.16(dd,J=11.9,5.9Hz,2H) ,2.57-2.29 (m,8H) ,
2.26-2.13(m,6H) ,2.13 (s, 3H),2.03-1.85(m,10H) ,1.76-1.51 (m,10H) ,1.47-1.15 (m,
61H) ,0.99-0.81 (m,12H) ,0.62 (s, 3H) ;13C NMR (101MHz , 517 -d) 8209.68 (1C) ,173.25
(20), 172.63(1C),153.49(1C) ,130.01(2C) ,129.70(2C) ,81.62 (1C) ,75.51 (1C) ,68.97
(10) ,63.78(1C) ,62.05 (2C) ,56.70 (1C) ,53.84 (1C) ,44.23 (1C) ,41.26 (1C) ,39.61 (1C)
39.03(1C) ,36.19(1C) ,35.73(1C) ,35.41(1C) ,34.02(20) ,32.67 (1C) ,32.55 (1C),31.91
(1) ,31.73(1C) ,31.54 (1C) ,29.94-29.08 (21C) ,28.15(1C) ,27.22 (20),27.17 (20),
26.33(1C) ,25.95(1C) ,24.84 (2C) ,24.36 (1C) ,22.77 (1C) ,22.69 (2C),20.77 (1C) ,19.48
(1C) ,14.12(2C) ,13.46 (1C) ,11.31 (1C) ;ELSD:6.57min, 98.03% £l ;MASS (EST, ,ve) m/
2:1184.87 (MH'18) .

[1423]  ALL-CASI-C5bMe-2-TG-#EREE1-471H4 K
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(o]

HOmO O’J\/\/\/\\
Cl_O._Cl i o ] 4k 299 O)\/\/\/\
~OH o 2 H WO 0 _Cl
sk, MDC,
o°c _zf’_g%._ B 45 min. £ o. \ér Cs,CO,, TBAI, F 3 ,90°C,2h
A H 2
(o]
[1424] 3
o]
OTOVOWO\(\OJ\/\/\/\
o. o] a o
OM/\/\

ALL-CASI-C5bMe-2-TG- ¥ &% &

[1425]  fi F BN T-2948 BE RO AR 7, FH A (144299 4K B C8 - IR - TG - Il PR Ik R & B ALL -
CAST-ChbMe-2-TG- 2 FREET-47 o ik PR AF: €0 38 v FHRE R (230~ 400H) , 8% LR 4
Hig/ D e AE i s A R a4k, 7= A= B RS E HPIR I ALL - CAST-C5bMe-2-TG-FRRBRT-47
(108g,53.3%) : 1H NMR (400MHz , 5 /i-d) 85.81 (s,2H) ,5.29 (m, 1H) ,4.99 (s, 1H) ,4.33-
4.36(ddd,J=11.9,4.2,1.9Hz, 2H) ,4.15-4.20(dd,J=11.9,6.0Hz,2H) ,2.59-2.44 (m,
4H) ,2.36 (m,6H) ,2.15 (s,3H) ,2.02-2.04 (m,1H) ,1.87-1.91 (m,1H) ,1.53-1.72 (m,17H) ,
1.399-1.47 (m,3H),1.14-1.38 (m,21H) ,1.07-1.09(d,J=6.0Hz,3H) ,1.05-0.80 (m,8H) ,
0.64 (s,3H) ;13C NMR (101MHz , & 4/i-d) 6209.64 (1C) ,173.23 (1C) ,171.21 (1C) ,170.74
(1C) ,153.45(1C) ,130.03 (1C) ,129.72(1C) ,81.74 (1C) ,75.60 (1C) , 69.24 (1C) ,63.81
(10) ,62.07 (1C) ,56.74 (1C) ,53.88 (1C) ,44.23 (1C) ,40.51 (1C) , 40.18(1C) ,39.66 (1C) ,
39.06 (1C) ,35.76 (1C) ,35.45(1C) ,34.01 (1C) ,32.70(1C) , 32.59(1C) ,31.92(1C) ,31.75
(10),31.53(1C) ,29.79(1C) ,29.73 (1C) ,29.54 (1C) , 29.33(1C) ,29.19(1C) ,29.14 (1C),
29.11(1C),28.17(1C) ,27.24 (1C) ,27.20(1C), 27.11(1C) ,25.98(1C) ,24.85(1C) ,24.38
(10),22.82(1C) ,22.69(1C) ,20.80 (1C) , 19.56 (1C) ,14.12 (1C) ,13.47(1C) ,11.32 (1C) ;
FLSD:5.78min,99.04% 4% ; qNMR:97.37 % 41 ;MASS (EST, ,ve) m/z:865.89 (MH'18) .
[1426]  ALL-CASI-C5-2-TG-JHMERESI- 50014 i,
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H
=~ O _O._Cl
OGh{

o4 2.4
g
O Cy7H33 O cs,co,, TBAI
HOMO o o DMF, A, 89%
H
o) o \n/ 17 133 =
[1427] 3 O
I
O Cy7H33
“.O\H/OVO\II/V\"/O{
@] Cq7H
o) o o) \n/ 171133
@]

1-50, ALL-CASI-C5-2-TG- it &% fig

[1428]  f§i F ESCNT-2948 BE RO AR 7, FH AR (B 44 3004K B C8 - 2 - TG - Il PR Ik K & B ALL -
CAST-C5-2-TG-VHEREET -50. L ity 8% £10% LR LBa/Eke) 153 2 T HIRYIN
ALL-CASTHTZ41-50 (44.5mg,89%) :'H NMR (401 MHz,CDC1,) 85.78-5.73 (m, 2H) ,5.38-5.21
(m,5H) ,4.94 (m,1H) ,4.30(dd, J=11.9,4.3Hz,2H) ,4.12(dd,J=11.9,5.9Hz,2H) ,2.52
(t,J=8.9Hz,1H) ,2.46 (t,J=7.4Hz,2H),2.41 (t,J=7.3Hz,2H) ,2.30 (t,J="7.6Hz,4H) ,
2.14(m,1H), 2.10(s,3H) ,2.05-1.91 (m,11H) ,1.84 (m,1H) ,1.73-1.08 (m,61H) ,0.87 (t,]
=6.9Hz,6H) ,0.99-0.76 (m,2H) ,0.78 (s,3H) ,0.59 (s,3H) ;'°C NMR (101MHz, CDCI,) 6209.8
(C),173.4(2C;C) ,172.0(C) ,171.5(C) ,153.6(C) ,130.2(2C; CH),129.8(2C;CH) ,81.9
(CH,) ,75.7 (CH) ,69.4 (CH) ,63.9 (CH) ,62.1 (2C;CH,) , 56.8(CH) ,54.0 (CH) ,44.4(C) ,39.8
(CH) ,39.2(CH,) ,35.9(C) ,35.5(CH) ,34.1 (2C;CH,),33.1(CH,) ,32.9(CH,) ,32.8(CH,) ,
32.7(CH,) ,32.0(2C;CH,) ,31.9 (CH,),31.7(CH,) ,29.9(2C;CH,) ,29.8(2C;CH,) ,29.7 (2C;
CH,) ,29.5(4C;CH,) , 29.30(2C;CH,) ,29.24 (2C;CH,) ,29.21 (2C;CH,) ,28.3 (CH,) ,27.4 (2C;
CH,) , 27.3(2C;CH,) ,26.1(CH,) ,25.0(2C;CH,) ,24.5(CH,) ,22.9(CH,) ,22.8(2C; CH,),
20.9 (CH,) ,19.7 (CH,) ,14.2 (2C;CH,) ,13.6 (CH,) ,11.4 (CH,)

[1429]1  ALL-CASI-C6-2-TG-JHERHESET-51H) & B
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@)
o o)]\c H Cs,CO;, TBAI
HOMO_C 17733 DMF, A, 66%
0 O _-Ci7H33 ]
W+ )4k 276 il
0
[1430] 0 i
‘\\OTOVOW\J\O{O Ci7H33
@] o\lrc17H33
@]

ALL-CASI-C6-2-TG- it B S

[1431]  BpiiR%: (Cs,C0,,39. Img, 120umol) AP - IE T HeMifb 4 (TBAL, 7. 4mg, 20.0umol)
I INEIER - TGHR [ 44276 (30.0mg,40. 0umo 1) FIERKFR A FF EE2.4 (16.5mg,40.0umol) F-DMF
2mL) H R, B IR G WITETOC I 2. 5/Ni o 4 [ N4 HI1 2 %= 05, F 2R 2,18
(30mL) #RE, I H WA HLAH A /KRR 7K (%-30mL) Be ik, T4 (MgSO0,) FHId ik 45 , 45 EI KL=
Y HE R LS (4% R 4T/ FEOR) £33 2 T LR B ALL - CASTHT 25 1-51 (29. 5mg,
66%) : 'H NMR (401MHz,CDC1,) 85.78-5.72 (m,2H) ,5.40-5.20 (m,5H) , 4.95 (m,1H) ,4.30
(dd,J=11.9,4.3Hz,2H) ,4.13(dd,J=11.9,5.9Hz,2H) ,2.52 (t,J=8.9Hz,1H) ,2.40 (t,]
=7.0Hz,2H) ,2.34 (t,J=7.0Hz,2H) ,2.30 (t,J= 7.6Hz,4H) ,2.14 (m,1H) ,2.10(s,3H),
2.07-1.90 (m,9H) ,1.85 (m,1H) ,1.73- 1.06 (m,65H) ,0.99-0.75 (m,2H) ,0.87 (t,J=6.8Hz,
6H) ,0.79 (s, 3H) ,0.59 (s, 3H) ;'°C NMR (101MHz,CDC1,) 8209.8 (C) ,173.4 (2C;C) ,172.4
(€),171.9 (C),153.6(C),130.2(2C;CH) ,129.9(2C;CH) ,81.9 (CH,) ,75.7 (CH) ,69.3 (CH) ,
63.9 (CH) ,62.2 (2C;CH,) ,56.9 (CH) ,54.0 (CH) ,44.4(C) ,39.8 (CH) ,39.2(CH,) , 35.9(C),
3565 (CH) ,34.1 (2C;CH,) ,33.8(CH,) ,33.6 (CH,) ,32.8 (CH,) ,32.7 (CH,) ,32.0(2C;CH,) ,
31.9(CH,) ,31.7(CH,) ,29.9 (2C;CH,) ,29.8 (2C;CH,) , 29.7 (2C;CH,) ,29.5 (4C;CH,) ,29.31
(2C;CH,) ,29.25 (2C;CH,) ,29.22 (2C; CH,) ,28.3(CH,) ,27.4 (2C;CH,) ,27.3 (2C;CH,) ,26.1
(CH,) ,25.0(2C;CH,) , 24.5(CH,) ,24.2(CH, ,23.9(CH,) ,22.9 (CH,) ,22.8(2C;CH,) ,20.9
(CH,) ,14.3 (2C;CH, ,13.6(CH,) ,11.4 (CH,) .

[1432]  ALL-CASI-C8bMe-2-TG-JHIEREST - 5214 %
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O
O J\ Cs,CO3, TBAI
HOT(\/\)\)LO—CO CiMas DMF, A, 62%
0]

[1433]

ALL-CASI-C8bMe-2-TG- i % fig

[1434]  J4BiiR%: (Cs,C0,,39.5mg, 121umol) FIPY - I T HeMifb 4 (TBAL,7.5mg, 20.2umol)
AN INENER -TGH 1A 4£178 (32. Omg , 40 4umo1) FIFKERE FF42.4 (16.6mg,40.4umol) F-DMF
(2mL) HFHVEIR , FERIR S AET0C R INFA P NI R S N v Al B IR LR 4 g
(30mL) e , 3 H KA HLAH K RIER 7K (%-30mL) ek, T4 (MgSO,) I F i 47 , 143 2k 7=
) RERR L (8% £290% LR LT/ Cke) 15 3 2 i IRPIAIALL -CASTRIT 25 1-52 (29. 0
mg,62%) :'H NMR (401MHz,CDC1,) 85.79-5.72 (m,2H) ,5.40-5.23 (, 5H),4.95 (m, 1H) ,4.29
(dd,J=11.9,4.3Hz,2H) ,4.14 (dd,J=11.9,5.9Hz,2H) , 2.53(t,J=8.9Hz,1H) ,2.38(t,]
=7.5Hz,2H) ,2.35-2.27 (m,5H) ,2.19-2.08 (n,2H) ,2.11(s,3H),2.07-1.89 (m, 10H) ,1.85
(m,1H) ,1.73-1.09 (m,67H) , 0.93(d,J=6.6Hz,3H) ,1.00-0.76 (m,2H) ,0.88 (t,J=6.9Hz,
6H) ,0.79(s,3H), 0.60(s,3H) ;'°C NMR (101MHz,CDC1,) 8209.8 (C) ,173.4 (2C50) ,172.2
(2C; ©),153.6(C) ,130.2(2C;CH) ,129.8(2C;CH) ,81.9(CH,) ,75.7 (CH) ,69.0 (CH) , 63.9
(CH) ,62.3 (2C:CH,) ,56.8 (CH) ,54.0 (CH) ,44.4(C) ,41.7 (CH,) ,39.8 (CH) , 39.2(CH,) ,36.3
(CH,) ,35.9(C),35.5(CH,) ,34.2(2C;CH,) ,34.0(CH,) ,32.8 (CH,) ,32.7(CH,) ,32.0(2C;
CH,) ,31.9(CH,) ,31.7(CH,) ,30.3 (CH) ,29.9(2C; CH,),29.8(2C;CH,) ,29.7 (2C;CH,) ,29.5
(4C;CH,) ,29.3(2C;CH,) ,29.24 (2C; CH,) ,29.22(2C;CH,) ,28.3 (CH,) ,27.4 (2C;CH,) ,27.3
(2C:CH,) ,26.4 (CH,) , 26.1(CH,) ,25.0(2C:CH,) ,24.7 (CH,) ,24.5 (CH,) ,22.9 (CH,) ,22.8
(2C;CHy , 20.9(CH) ,19.6(CH,) ,14.3 (2C;CH,) ,13.6 (CH,) ,11.4 (CH,) ;7F: 7£"°C NMR il
[ 1702 175ppmyts [ A (A7 LE P B3 (5 5 SR A 172 . 2ppm Ak f) i ] IV [A] T C8bMe & $2 3E f)
WA FRIE T T o

[1435]  ALL-CDMPHB-C8b’ bMe-2-TG-JHERHST - 16 & ik
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[1436]
OY\/\/\/\z/\/\/\/\

o Q
_‘\o\n/o \/ﬁj/\OWOLOE/\NMW\
0

ALL-CDMPHB-C8b'bMe-2-TG 3t &% A5
(o]

[1437] [ fLAEH)2.5(0.9¢,0.186mmol) T-DMF (10m1) o (5 LA A I K,C0, (0.77g,
0.558mmol) , 344 I SIVR AW AE0° R #E30min . 4R 5 ¥ & h 18] #4180 (0. 400g,
0.186mmol) f3ml DMF , %8 J5 4% S LV A W AE 2 il i 114 8h o a8 ik TLC IR I s 37 BE AR , J
SERE 6 F 7K (50ml) At H LR 4l (3x 50m1) ZEEL K& I 1A HLZ 4 Na, S0, 15
IR 28K A B oL, i 2 A PRl Al Ao HedE AT 4l . LL8 %6 LR LT/ ki AE i3
FHBEML 2640 G s 7E T e 28 R IR AR 2B 4% 7y 15 31 SRS PEVR4IR ALL - CDMPHB-C8b’ bMe -
2-TG-JHARNET-16 (0.09g,11%) : 'H NMR (400MHz, CDC1,)87.12(s,2H) ,5.36 (m,5H) ,5.07
(m,2H) ,4.93 (s, 1H) ,4.33(dd,J=12.0, 4.4Hz,2H) ,4.18(dd,J=11.6,5.6Hz,2H) ,2.64-
2.54 (m,5H) ,2.34 (t,]=14.8 Hz,2H) ,2.16 (d,J=15.2Hz,10H) ,1.88(d,J=15.2Hz,8H) ,
1.62(m,10H) ,1.31 (m,50H) ,1.18(s,1H),1.09(d,]J=6.4,4H) ,0.98(d,J=6.4Hz,4H) ,
0.90-0.807 (m,14H),0.61 (s,3H) :'°C NMR (101MHz,CDCL,) 8173.26 (2C) ,172.12(10) ,
170.68(1C) ,153.72(2C) ,148.37(2C) ,132.79(1C) ,130.44 (2C) ,130.03 (2C) , 129.71
(1C) ,128.95(1C) ,74.60 (1C) ,68.93 (10) ,63.82(1C) ,62.13 (2C) ,56.74 (1C) , 53.82(1C)
44.25(2C) ,41.65 (1C) ,41.51 (1C) ,41.41 (1C) ,41.26(1C) ,39.60 (1C) , 39.07 (1C) ,35.74
(10) ,35.42(1C) ,34.02(1C) ,33.86 (2C) ,33.79(1C) ,32.79 (1C) , 32.61(1C),31.91(10),
31.73(10),31.55(1C) ,30.56 (1C) ,30.51 (1C) ,30.36 (1C) , 30.31(1C),30.06 (1C) ,29.77-
29.12 (150) ,27.23 (1C) ,27.18 (1C) ,26.04 (1C) , 24.84(2C) ,24.37 (1C) ,22.77 (2C) ,22.69
(10),20.77 (1C) ,19.90(1C) ,19.70 (1C) , 19.61(1C) ,19.43 (1C) ,16.51 (1C) ,14.13 (2C) ,
13.47(1C) ,11.31(1C) ;ELSD:17.22 min,97.95% 4 J&F ;MASS (EST, +ve) m/z:1300.86 (M+
18) .

[1438]  TAL-ASI-C8b’bMe-2-TG- JHERHEET - 19/ & K
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[1439]

1. SO,Cl,, CH.Cl;

2. [a] 4k 176

DBU, ¥ 3 0" Cy7Has

O IAL-ASI-C8b'bMe-2-TG- 3 &% A5

[1440] ¥ 55 7 225 B2 B (310mg,0.97mmol)  ZFREF (0.92mL,9. 73mmol) F1Z R (0.31mL,
5.35mmo1) F-DMSO (1.38mL) H VRS WITEA0C k3 /N, I3F HAR G E SR PP .
K = VR A5 ) FINaHCO VL R /K V3 R K 5 FHE tOACRE BT & 1A WLZE T B /K e i, £t
PR T8, 1L U B SR 4E B AR R s ot ek i B IE AR PR A 5y (Biotage Isolera,
25g,Siliasep A%) ff FIEPEREMELOAc (BAE:1: 081 1) 4ifk, 73 31 2 A AR i B ik 1
(232mg,63%) : 1H NMR (400MHz ,CDC1,) : 8 (ppm) =4.63 (s, 2H) ,3.60-3.51 (m,1H),2.49(t,
J=9.0Hz,1H) ,2.17-2.04 (m,7H) ,1.97 (td,J=3.1,11.7Hz,1H), 1.82-1.75(m,1H) ,1.75-
1.53(m,6H) ,1.45-1.02 (m,11H) ,1.00-0.81 (m,2H), 0.77 (s,3H) ,0.66 (dt,J=4.3,
11.3Hz,1H) ,0.57 (s,3H) ;1°C NMR (100MHz, CDC1,) :8 (ppm) =209.6,75.3,72.0,63.9,
56.7,54.3,44.9,44.3,39.1,37.0,35.8, 35.5,34.5,32.1,31.6,28.8,28.0,24.5,22.9,
21.3,13.8,13.5,12.3.,

[1441]  7E0°C N, K& (85uL,0.85mmol) ¥ fE1 (230mg,0.61mmol) F CH,C1, (5.0mL)
RS Y R A ITE0C R Bt FE 10min, HF HAR G 7EE I N9k 30min 4 BTN,
TR WRGE T H 2K (3 X 3mL) H B IR YA KR R ) F R 2K (2. 0mL) 5 A s I 21w (]
14176 (586mg,0.73mmol) AFIDBU (145uL,0.97mmol) T-H 2 (3. 0mL) 1 i T SE P E VA TR T
W TSR S WIE SR T R IR I 2R 2B . 7 B % )2 s FH TR L BE R HUK 2 6
G RIANLE FE KD BRI, i i B SR YE B ik R iE w0 IE AR R
WAV (Biotage Isolera,40g,Silicycle Siliasep #F) i FIE BEEE FIEtOAC (BRE
1:0%3:2) kaifh, 53 L L EMRYNI-19 (455mg,66%) :UPLC3-MS: (XB BEH C4-K-FRiE
20%95) :R,=7.10min., 100% (ELS) .MS (ESTpos) m/z=1152.8,1153.8 (M+NH,+H) "5 1H NMR
(400 MHz,CDCL,) : 6 (ppm) =5.39-5.23 (m,7H) ,4.28 (dd,J=4.3,11.9Hz,2H) ,4.13 (dd,]
=6.0,11.9Hz,2H) ,3.57-3.47 (m, 1H) ,2.50 (t,J=8.9Hz,1H) ,2.37-2.25 (m,6H) ,2.20-
1.79 (m,18H) ,1.75-1.54 (m,11H) ,1.51-1.03 (m,61H) ,1.00- 0.85 (m,17H) ,0.79 (s, 3H) ,
0.66(dt,J=3.8,11.4Hz,1H) ,0.59 (s,3H) ;1°C NMR (100MHz,CDC1,) : 8 (ppm) =209.7,
173.4,172.82,172.80,172.3,172.2,130.1, 129.8,87.5,79.1,69.0,64.0,62.2,56.8,
54.3,44.9,44.4,42.1,42.0,41.8,41.6, 39.2,37.0,35.7,35.6,35.2,34.14,34.06,
33.9,32.1,32.03,32.01,31.6,30.7,30.51, 30.47,30.3,29.9,29.8,29.7,29.4,29.3,
29.24,29.22,29.15,28.8,28.7,27.35, 27.3,25.0,24.5,22.9,22.8,21.3,19.9,19.75,

256



N 115348864 A W OB P 950/267 7

19.68,19.5,14.2,13.6,12.3,
[1442]  ALL-CDMOPHB-C10b’ bMe-2-TG- JHEREET - 5314 K

4- AAOCRR R T 8 ds

"ttu;i: F CHQC|2

[1443] OMe Q

o} 0
T Al 0
¥ ] 4K 295 o O\H,O i 0 5
o 0}\0 H
K,COs, DMF 177133

ALL-CDMOPHB-C10b’bMe-2-TG- it £ B

[1444]  44- BYEE R RL S IR MG (237mg, 1. 18mmol) ¥R INEALIE (1590L,1.95 mmol) 154~
KelEld (250mg, 0. 78mmol) F-CH,C1, (7. 0mL) H IR S K FrigiR & YI4E =i T HiHE2h,
RGBSR B R A Y iE o IE AP A (0 %7 (Biotage Isolera,40g,Silicycle
siliasepkt) f# FIEBEBEFIEt0AC (BEEE: 1:0%4:1) 4k, 155 2 A MG E AR i F L &9
(336mg,88%) :UPLC4_AP- MS: (BEH C8KMR1E2295) :R,=3.26min.,100% (ELS) .MS
(ESTpos) m/z= 506.3 (\M+Na+H) "5 1H NMR (4OOMHZ,CDC13) :6 (ppm) =8.23(d,J=9.1Hz,2H) ,
7.37(d,J=9.1Hz,2H) ,5.00 (s, 1H) ,2.49 (t,]J=8.8Hz,1H) ,2.17-2.02 (m,4H) , 1.98(d,]J
=13.2Hz,1H) ,1.90(d,J=14.8Hz,1H) ,1.78-1.48 (m,9H) ,1.43-1.09 (m,9H) ,0.94 (qd,J
=5.7,24.6Hz,1H) ,0.87-0.73 (m,4H) ,0.57 (s,3H) ; 1°C NMR (100MHz,CDC1,) : 6 (ppm) =
209.6,155.7,151.9,145.2,125.2,121.9,76.6,63.8, 56.7,53.9,44.2,39.8,39.0,35.8,
35.4,32.7,32.6,31.8,31.5,28.2,26.0,24.4,22.8, 20.8,13.5,11.3.

[1445]  7EO°C N, K BiEREH (K,CO,,172mg, 1. 24mmol) ¥ AN 1- (1,3~ XN (e S JE) 74 -2-
F)10- (4- FrH ) -2,6- “HEIEZEL) 3,8- T HFEZ AR (1A {£295,207mg,
0.21mmol) TN, N- —HEEHEEfZ (3. 0mL) R E Y IR A0 C F HEFE30min. s N
(3R,5S,8R,9S,108S,13S,14S,17S) -17- 4 BkHE- 10,13- ZH I /SE - 1H- 3 ¥ [a] JE-3- 3
(4- T H R ) R IER TR (100mg, 0.21 mmol) , FH IR &R I AR T0°C I HE20h K S SR &
WA 2 =R IF R TR I IK R GRG0 B %5 )2 - HGIR CBRFBUKE & FE 1)
BHLZE KGR, ARER AN T)5 , i Y I 1 2 W4 K AR R W ad ki Jie b 1 T AR P A
iy (Biotage Isolera,25g,Silicycle Siliasepht) f# FH1EBEEEAIEtOAc (BEE:1:083:
2) AL IR, 159 2] 2 I EBSIRYI B A &4 (159mg, 57%) :UPLC3-MS: (XB BEH C4K&
P£204295) (R, =7.06min.,95% (UV) , 100% (ELS) .MS (ESIpos)m/z=1360.9,1361.8 (M+NH,
+H) s 1H NMR (400 MHz,CDCL,) :8 (ppm) =6.63 (s,2H) ,5.37-5.22 (m,5H) ,5.07 (s, 2H) ,4.89
(s, 1H) ,4.27(dd,J=4.1,11.9Hz,2H) ,4.12(dd,J=6.0,11.9Hz,2H) ,3.79 (s,6H) , 2.57
(dd,J=5.9,14.6Hz,1H) ,2.49 (t,J=8.9Hz, 1H) ,2.40-2.26 (m,6H) ,2.17- 1.87 (m,16H) ,
1.84(d,J=13.8Hz,1H) ,1.72-1.06 (m,74H) ,1.03(d,J=6.6Hz, 3H),0.98-0.89 (m,4H) ,
0.89-0.76 (m, 12H) ,0.57 (s, 3H) ;1°C NMR (100MHz, CDC1,) :8 (ppm) =209.6,173.3,172.3,
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170.8,154.7,152.3,133.8,130.0,129.8, 128.8,105.2,74.8,69.4,68.9,63.8,62.2,
56.8,56.2,53.9,44.3,41.72,41.70,41.5, 41.4,39.7,39.1,36.77,36.75,36.7,35.8,
35.5,34.1,32.8,32.7,32.0,31.9,31.8, 31.6,30.7,30.4,29.82,29.76,29.72,29.68,
29.6,29.42,29.37,29.3,29.22,29.16, 29.14,29.08,28.2,27.3,27.22,27.18,27.16,
26.1,24.9,24.4,22.8,22.7,20.8, 19.60,19.57,19.55,19.5,14.2,13.5,11.4.

[1446]  ALL-CDMOPHB-C10bMe-2-TG- JHEREET - 54114 1%,

¥ A4k 297

-

K,CO3, DMF

[1447]

ALL-CDMOPHB-C10bMe-2-TG- it & A%
I-54

[1448]  7E0°C N, KB ERHF (K,CO,,172mg, 1. 24mmol) A MNEN1- (1,33 (k42 3E) 4 -2-
#)10- (4- GRH L) -2,6- H & FEIREL) 3- H 22 R (HH1A]44297, 204mg,0.21mmol)
TN N- R (3. 0mL) AR SV S IREWAE0C T HiHE3Omin. %5 n (3R, 5S, 8R,
9S,10S,13S,14S,17S) -17- ZF3E-10,13- —HIE+/NE - 1IH-35 [a] FE-3-FE (4- AR
) IR NS (100mg, 0. 21mmol) , HR R A PR AR 70 CIH-BEFE20h g R BR G A H B =
I B IWRAE RINAK R TR LB - 0 B % 2 - FH GR LB A BUK Z A FF A HUZ A L
KR, SRR AN T 158, ik U8 I 0 S IR 4 o 4 Bk R Wl ook Ak I b 1) TE R A A e i vk
(Biotage Isolera,25g,Silicycle Siliasepft) ¥ HIEBEHE FIEtOAc (BEE:1:053:2) 46
IR, 15 31 5 T0 8 BRI R ALL - CDMOPHB-C10bMe - 2- TG - R EE T -54 (166mg, 60 %) -
UPLC3-MS: (XB BEH C4Km120%295) : R, =7.03min.,98% (UV) ,100% (ELS) .MS (ESIpos)
m/z=1346.9,1347.8 (M+NH,+H) "s 1H NMR (400MHz,CDC1,) : 8 (ppm) =6.63 (s,2H) ,5.37-
5.22 (m, 5H),5.07 (s,2H) ,4.90 (s, 1H) ,4.27(dd,J=4.2,11.8Hz,2H) ,4.12(dd,]=6.0,
11.9 Hz,2H) ,3.80(s,6H) ,2.58 (t,]=7.4Hz,2H) ,2.49 (t,]=8.9Hz,1H) ,2.35-2.26 (m,
5H) ,2.18-2.06 (m,5H) ,2.03-1.87 (m,10H) ,1.83(d,J=14.0Hz,1H) ,1.79 -1.05 (m,76H) ,
0.92(d,J=6.6Hz,4H) ,0.86 (t,]=6.8Hz,6H) ,0.83-0.76 (m, 4H),0.58(s,3H) :1°C NMR
(100MHz,CDC1,) : 8 (ppm) =209.6,173.3,172.3, 171.4,154.7,152.3,133.7,130.1,
129.8,128.9,105.3,74.8,69.4,68.9,63.9,62.2, 56.8,56.2,53.9,44.3,41.7,39.7,
39.1,36.7,35.8,35.5,34.1,33.9,32.9,32.7,32.0, 31.8,31.6,30.4,29.83,29.76,
29.72,29.68,29.6,29.54,29.50,29.43,29.38,29.3, 29.23,29.17,29.15,29.1,28.2,
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27.3,27.2,26.9,26.1,25.1,24.9,24.4,22.83,22.75, 20.8,19.6,14.2,13.5,11.4.,
[1449]  TAL-ASI-C5bMe-2-TG-JHEREET- 2102 %

[1450]

o] IAL-ASI-C5bMe-2-TG- ;i &% fis

[1451] 53 90524 B2 (110mg, 0. 35mmol) « ZFERT (0.33mL,3.45mmol) A1 Z# (0. 11mL,
1.90mmol) F-DMSO (0.49mL) F VR S YIAEA0°C FHckE3 /NN, I H ARG e = i R it dEid i .
h&ﬁ@m%%wmo@ﬂm@ﬁwﬁﬁ%MM@ﬁz4Aﬁ%ﬁﬂ%%mm%&éﬁﬁ
FRBET 18, 1L U8 I L2 IR 40 K e s Wit ek e b 1) TE ARG A (2 15X (Biotage Isolera,
25¢g,Siliasep A¥) ffi FIEPEGEAIELOAC (BRFE: 1:081: 1) 4tk , 193] 2 [ C[E AR i B 75 it
i (128mg,49%) = LH NMR (400MHz,CDC1,) : 8 (ppm) =4.64 (s,21) ,3.62- 3.52 (m, 1) ,2.50
(t,J=9.0Hz,1H) ,2.18-2.12 (m,4H) ,2.09(s,3H) ,2.01-1.95 (m,1H) ,1.86-1.77 (m,1H) ,
1.76-1.54 (m,6H) ,1.46-1.03 (m,11H) ,1.02-0.86 (m,2H) ,0.79 (s,3H) ,0.67 (dt,]=4.2,
11.3Hz,1H) ,0.58 (s,3H) ;1°C NMR (100 MHz,CDC1,) :8 (ppm) =209.7,75.3,72.0,64.0,
56.8,54.4,44.9,44.4,39.2,37.1, 35.9,35.6,34.6,32.1,31.6,28.8,28.1,24.5,22.9,
21.3,13.9,13.6,12.4.

[1452]  #E0°C ', KMt & (47ul,0.47mmol) ¥ NEI1- ((3S,5S,8R,9S,10S,13S,14S,
17S) -10,13- —H -3 (AR HEE) H & -1H- FHklal JE-17-25) 24 -1-FH (128mg,
0.34mmo1) F-CH,C1, (2.0mL) FHIVRE VI KR SRR TR MAEEIR T #E40min. ¥
N A W%,%fﬁm@xmm$#§ﬂwm&%%%%ﬁﬁmmm%%#%m

F|rh 844210 (304mg , 0. 41mmo1) AIDBU (811L,0.54mmol) T F 4 (1. 5mL) H i) T 5 i 1 v
Wb K TR S 0 N R I IR 1 R B - 53 B8 35 )2 o FH L FR L BE 2R LK
7 KB I A HLE KRG SR BR B T 45, 1 R I B8 W R B R e iR 1
IE AR A A 57 (Biotage Isolera,12g,Silicycle Siliasep#E) f# H1E BEkE FIEt0AC
(BRFEE:1:0Z1: 1) SRalifl 5 & BT TR Fe W 205 23 WRAR K ik R Wi i i Ji 1 1 TR AR
WALtk (Biotage Isolera,25g,Silicycle Siliasepft) f# FHIE BefE FIEtOAc (BB . 1:
027:3) #t—Daifb =k, 152 £ LB MR I TAL-AST-C5bMe-2-TG- JHERERT-21 (65mg,
16%) :UPLC3-MS: (XB BEH C4K:M&M:20%295) :R,= 7.50min.,99.9% (ELS) .MS (ESIpos)m/
z=1096.9,1097.8 (MW+NH,+H) "5 1H NMR (400MHz,CDC1,) : 8 (ppm) =5.39-5.22 (m, 7H) ,4.29
(ddd,J=2.5,4.2, 11.9Hz,2H) ,4.15-4.07 (m,3H) ,3.56-3.46 (m, 1H) ,2.53-2.37 (m,4H) ,
2.32- 2.20(m,6H) ,2.18-2.09 (n,4H) ,2.05-1.93 (m,10H) ,1.83(d,J=12.7Hz,1H) , 1.76-
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1.53 (m,11H) ,1.50-0.82 (m,66H) ,0.78 (s,3H) ,0.66 (dt,J=3.7,11.3Hz, 1H),0.58 (s,
3H) ;1°C NMR (100MHz,CDC1,) :8 (ppm) =209.7,173.3,171.9, 171.4,171.2,130.1,129.8,
87.6,79.2,69.2,63.9,62.2,60.5,56.8,54.3,44.9,44.3, 40.9,40.7,39.2,37.0,35.7,
35.6,35.1,34.1,32.1,32.0,31.6,29.9,29.82,29.77, 29.7,29.6,29.5,29.4,29.3,
29.23,29.20,28.7,28.6,27.33,27.28,24.9,24.5,22.9, 22.8,21.3,21.1,19.7,14.3,
14.2,13.6,12.3.

[1453]  ALL-ASI-C8b’Me-2-TG- JHEEHET - 4811 & ik

o) 0
0
cﬁHsa)ko OT(“\/\/J\)J\OH 2. DBU, PhMe

[1454]

A

Cy7H3sm O ;
ALL-ASI-C8bMe-2-TG- jh &% fi5

[1455]  fgi H ESCORT-992 (R 7, A& LARE h A4 2102K & BALL- AST-C8b’ Me-
2-TG- JHPREET - 48 . 3 it PR ff iy, 1 B3 % -4 % Et0Ac/ T ke AE ok i 77 4lifk, , 49 31 S G 1
AR IALL-AST-C8b Me-2-TG- JHEREET-48 (90mg) : 'H NMR (400MHz , &£/ -d) 85.34-5.39
(m,4H) ,5.33 (s,2H) ,5.26- 5.28 (m,1H) ,4.29-4.33 (dd,2H) ,4.14-4.18 (m,2H) ,3.87 (s,
1H) ,2.52-5.57 (t, 1H),2.31-2.36 (m,6H) ,2.11-2.20 (m,4H) ,2.00-2.03 (m,8H) ,1.59-
1.79 (m, 10H) ,1.41-1.52 (m,4H) ,1.28-1.32(m,54H) ,1.15-1.22 (m,6H) ,0.97-0.99 (d,
3H) ,0.88-0.91 (t,6H) ,0.79 (s,3H) ,0.61 (s,3H) ;'°C NMR (101MHz , % 1/7-d) 8 209.75 (1C) ,
173.26(2C) ,172.63 (1C) ,130.03 (2C) ,129.71 (2C) ,87.55 (1C) , 74.55(1C) ,68.97 (10) ,
63.83(1C) ,62.06 (2C) ,56.76 (1C) ,54.04 (1C) ,44.27 (1C) , 41.92(1C) ,41.90 (1C) ,39.35
(10) ,39.09 (1C) ,36.28(1C) ,35.86 (1C) ,35.47 (1C) , 34.03(2C) ,33.44(1C) ,32.53 (1C) ,
31.91(1C),31.55(1C) ,30.05 (1C) ,29.12- 29.77(24C) ,28.41(1C) ,27.23(1C) ,27.19
(10),26.39 (1C) ,24.85(20) ,24.38 (1C),22.77(1C) ,22.69 (2C) ,20.79(1C) ,19.61 (1C) ,
14.12(1C) ,13.46 (1C) ,11.42 (1C) ;ELSD:6.52min, 98.17 % 4fi J& ; MASS (EST, .ve)m/z:
1139.22 (MH'18)

260



N 115348864 A W OB P 954/267 T

[1456]  ALL-C5bMe-2-TG- JHBREET -551 4 A%

OWN\/\
m /[O/
S 2
EDC.HCI, DMAP, DCM, £ i&

FHEA

[1457]

ALL- C5bMe-2-TG- it &%

[1458]  H44- (—F & 3E) ki (DMAP,0.076g,0.627mmol) \N- (3- —HH G P 3E) -N/ -2 %
ik — W 2h iR 28 (EDC » HC1,0.240g,1.25mmol) F12 (0.540g, 0.627mmol) ¥ i3] 51 4 ot i
fiF (0.200g,0.627mmo1) F-DCM (5. 0mL) VRV T , FERR B VIAE =R T4 FE L6 /NN o I
J%2 %) FHDCM (10mL) FfBE , 7S I I FF 4 VR & s s 3 4 o e o oA (2, 38592: (2% 225 % LR
e/ Ok aifh, £330 2 0 A R I ALL - C5bMe - 2- TG - MR EE T -55 (0. 090g,14%) : 'H
NMR (400MHz , &1/ -d) 65.33-5.30 (m,5H) ,5.08 (m, 1H) ,4.35 (m,2H) ,4.19 (m,2H) ,2.59-
2.29 (m,3H) ,2.15(s,6H) ,2.06-2.00 (m,8H) ,1.73-1.57 (m,18H) , 1.50-1.20 (m,52H) ,1.22
(d,J=6.8Hz,4H) ,1.00-0.83 (m,8H) ,0.64 (s, 3H) ;"°C NMR (101MHz , 51/ -d) 6209.66 (1C) ,
173.24(2C) ,171.63(1C) ,171.44 (1C), 130.02(1C) ,129.70(1C) ,91.26 (1C) ,70.06 (1C) ,
69.06 (1C) ,63.84(1C) ,62.07 (1C) ,56.73(2C) ,54.08 (1C) ,44.24 (1C) ,41.21 (1C) ,40.74
(1C) ,40.12(1C) ,39.05 (10),35.82(1C),35.44(1C) ,33.99 (1C) ,32.96 (1C) ,32.90 (1C) ,
31.90(1C) ,31.52 (1C),29.76-29.11(25C) ,28.27(1C) ,27.54(1C) ,27.22(1C) ,27.18
(1) ,26.14 (1C),24.83(1C) ,24.37(1C) ,22.78(1C) ,22.69 (1C) ,20.80 (1C) ,19.57 (1C) ,
14.12 (1C),13.45(1C) ,11.33(1C) sELSD:6.45min,98.37 % 4 f& ; MASS (EST, ,ve) m/z:
1066.27 (M+18) .

[1459]  ALL-CASI-C5bMe-2-MG I-58F& K :

261



N 115348864 A W OB P 955/267 7

~0._0._0 OH
T YYY EDC HCI, DMAP,

o o o MDC, & ;& ,16h

PR

0 ALL-CASI-C5bMe- #;

Ovomo\f\o PdIC, LB L.,

o] 0 G Hp %%, 24h
U FR 2

1

[1460]

ALL-CASI-C5bMe-2-MG

[1461]1  {E=53E N, [AJALL-CASI-C5bMe- 2 (200.0mg,0.384mmol) A1, 3- X (W4 HE) 7 -2-
fi# (104mg, 0. 384mmol) F-DCM (10m1) = {) V& & H S JIDMAP (46 mg,0.384mmol) - ZE15% %1 )5 ,
FFEDC.HC1 (73mg, 0. 384mmo 1) s INE [ VR A4 o SR Ja K S MAITE = 38 R Bt FE 16/ o
58 R > IOV TR -G 4 FHDCM (50m 1) A B 5 7K (50m1) AR 7K (50ml) Peisk - ¥ A ML= &
FRANT- 15 I L 25 I 4 , 15 B IR R o I A vk T % 29% LR LR/ De/EATE
Fe FHEAT A Ak, 25 31 SR v 3 (0 W ORI 481 (90mg) = 'H NMR (400MHz , 545 -d) 67 . 28-
7.40 (m,10H) ,5.76 (s,2H) ,5.25-5.28 (t,J=4.8Hz,1H) , 4.95(m,1H) ,4.54-4.55(d,]=
5.6Hz,4H) ,3.64-3.66(d,J=5.2Hz,4H) ,2.44- 2.57 (m,4H) ,2.27-2.35 (m,3H) ,2.15 (m,
1H) ,2.13(s,3H) ,2.01-2.04 (m,2H) ,1.86- 1.90 (m,2H) ,1.69-1.71 (m,4H) ,1.55 (m,8H) ,
1.38-1.44 (m,4H) ,1.14-1.43 (m,3H), 1.03-1.05(d,J=6.0Hz,2H) ,0.80 (s,2H) ,0.61 (s,
2H) .

[1462]  []1(90mg,0.116mmol) T ZH& Z. & (25m1) HH VA AR /5% (0. 09g) , K5 Alr
PR VTR R A B 3 FIN2 e = IR AR JE 7E20kg/em” H2JE R (TEm e rh) K S B TR
AV IR N BRE 247N, OB TE S S W IR ST A P i i Ak s R D ﬁﬁl@ﬁzl@a
(50m1) % o VB E W i TR , 73 ZIFHALL - CASTI-C5bMe-2-MG I-58(0.065g) o it H 4
KAALZHIR A : 'H NMR  (400MHz , 504/ -d) 65.80 (s, 2H) ,4.98-4.99 (m,2H) ,3.87- 3 89
(m,4H) ,2.40-2.59 (m,6H) ,2.023-2.20 (m,6H) ,1.87 (m,2H) ,1.53-1.75 (m,6H) ,1.40-1.43
(m,2H), 1.17-1.35(m,8H) ,1.10-1.12(d,3H) ,0.83 (m,4H) ,0.64 (s, 3H) ; ELSD4}i JiF
99.76% (5.22min) ;MASS (EST, ve)m/z:612.32 (MH'18) .

[1463]  ALL-CAST-C6b’Me-2-TG-JHEREET-591 4 H%
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C1?H33YO
(ONG 0
Ci7H33< O~ J\/W/YO
bl 0 i
0] CH5; OH
[1464] F ¥l 4 301
OYCﬂHss
: 8 L
z .‘\OTOVOMO O\H/CﬂHaa
o O CHs o
1-59

0
ALL-CASI-C6b'Me-2-TG- it A% B

[1465]  ffi f ESCRT-2948 BE AR 7, A (AR 30 1AR B C8 -2 - TG - I B2 e K A A ALL -
CAST-C6b" Me-2-TG- JHER G T -59 o i i PLidi A (it v FH2 %6 -8 % LR LR/ L se A iRt sh A
Ay, P A R R I AALL - CAST-C6b " Me-2- TG- MRS (0.100g,36%) : 'H NMR
(400MHz,CDC1,) 65.78 (s, 2H) ,5.36-5.32 (m,4H) ,5.28-5.27 (m, 1H) ,4.97 (m, 1H) ,4.33
(dd,J=4.4,4.0Hz,2H) ,4.18(dd, J=6.0,6.0Hz,2H) ,2.55(t,J=7.6Hz,1H) ,2.39-2.31
(m,8H) ,2.25 (m,2H) ,2.13 (s,3H),2.02-2.01 (bs,8H) ,1.85 (m,2H) ,1.80-1.42 (m, 10H) ,
1.40-1.75 (m,54H) , 1.00(d,J=6.4Hz,3H) ,0.91 (t,J=5.6Hz,7H) ,0.81 (s,3H) ,0.62 (s,
3H) ;'°C NMR (101MHz,CDC1,) 6209.64 (1) ,173.2(20) ,172.4(1C) ,171.1(10) ,153.4 (1C),
130.02(20) ,129.70(2C) ,81.69 (1C) ,75.55 (1C) ,69.21 (1C) ,63.80 (1C) , 62.02(2C)
56.73(1C) ,53.86 (1C) ,44.22(1C) ,40.91 (1C) ,39.64 (1C) ,39.06 (1C) , 35.74(1C) ,35.43
(1C) ,34.01(20) ,32.68(1C) ,32.58(1C) ,31.90(20) ,31.73(20), 31.51(1C),31.27(20),
29.7(50) ,29.53 (4C) ,29.31 (4C) ,29.11(20) ,28.15(2C) , 27.20(2C) ,25.96 (1C) ,24.84
(20) ,24.36 (1C) ,22.80(2C) ,19.5(1C) ,22.67 (20) , 20.78(1C) ,19.15(1C) ,14.10(20) ,
13.45(1C) ,11.30(1C) ;MASS (EST,+ve)m/z: 1154.53 (MH+18) ;ELSD:6.30min,99.35% 4ii
&,

[1466]  Sijitafs]3 KR A A Ik B i il s

14671 5 7 VRS FF I G T AT 25 75 K B R B abk B2 5202, 4 ARt 9w A FH I DR BT i R I
IREL AT 3 DL A VR SRR i RN ES AR JE K 5 B B4 & W10 g 5 1 55 it FH 25 3
W) WSCER IR ES B S5 o IR B 2GR P

[1468] A% BH (1) A6 A 4 B0 FE AL & W 040 22 i o %0 #6771 DA SR AUL T e 10 19 7 v ol 4%
(Trevaskis,N.L.% A\ ,Pharmaceutical Research,2005,22(11),1863-1870, WO 2016/
023082, FIWO 2017/041139, HAF LA 5] HE 77 0FFEN) T8 S 2, ¥ 21 2mg ik &4) . 40mg i
R F125mg Tween SOYEBYIE/IMH AR A, BLE Tl (U B 75 22, ] 45 i 1) y5 A in 4, BEF50
C) BB 5 5. omLiEER £h 2% ph 5 7K (PBS, pH 7. 4) ZH i) /K AR In & A Js AR, 91 HLgE
FABC A3 . 2 mm R & 22 o (149 768 75 38 A BE 28 7 =08 T L 240um ) f KPR 1930 % F120
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kHz fRI A 2 32 4T 2m i n KR 75 A B 6 322 il 751 LA o 122 S35 R 4 b K, T3 -4 s 4h 24
KA AT LA 50mMAE T 3L B% 78 - FRA K (SBE7B-CD) Bk .

[1469] & FEHENE W Hi k% - T A (Sprague-Dawley) (SD) KB BT W2 35 s A 7 . KB
(240-320g) PRFFFRAEIR &, FFAESRIR AT B8 R 1L, H B ARK B R KRR B T 37 C I 4
BB EEHAT I8 (AT 6506 A EKL) g REREE (T #RE YR L)
Fish ik FEAT MR RIE L T) « FARJG @it + = F K BL2 . 8mL/hfrE A= B 3 K, fif
KR K A0, 5ho B fig R A5 LL2 . 8mL/h#iyE 2+ 38 b i si2h, 2 5 , A2 A I 9256
PA2.8mL/h fnyd A= B AR 7K Itk D S 4R KA 8h B2 A 10ul 1,000TU/mL A28 (1) I 5 K
H [ Eppendor & H . 4 /NI BB el AR B JF I8 ok B B 4 T I SR S IR AR e 21T, B
NI IR AR AR IR S A AR AR -20°C R S

[1470]  JWRES AR IR 2503 B 3R R i 2 DR B, FLAL AR 8 2 A0 S5 AN R H IR 45 & 1 24
Yo N T RE RZGH , 76 05 bk 2 b )35 1 700 2K 22 R P A 7 8 i A 224 114 2% 14 Adh BRIk
E A A DR e 5 1 71 o FH i 07 T B3 S At 7 AR 25 A A B DA A A 2 1D - T A v 7 R
TR 55 P 77 o 2 i O B FH Tk B 1 53 dk Hb, T DL FHO . 5M NaOHIZK i - R EEL o (1) 25470
WP R N S BRI R 2, e rb bk SRR A @ T LC - MS T 432 0 2 it Y £ Wi 245 10 6 75 AR AR L 5
IK A o

14717 A /INEF USCER B 18] 4k 45 420 ) bk B2 190 e 3 g Je e e AT 2 %) 9 B A R ARk £ o ) 2
R FE I TR R B

[1472]  FRAEIR T MUSCEERIRES A B0 45 2540 & P01 B 43 bL o RS 3a g i e o “A7 1)
AW B8 =50 % FI<T5 % B iz BIWREL o 5 kR B i g 4 e o8 “B AL S B =25 %
<50% [543z BIPRE o s RES #E 32 43 8 N “C” AL & 0 B =10 % A1<25 % [ 54 2k E
s R S G N DT AL A R = 1% H<10% B 338 B E b s i s e & N
“B” & <L % S B E R

[1473]  RA: BT A& WDTE KRR HP bR A s P e 45 2R

KE-BRBRMARECIHEE: 6

14
o4 K8 IHAFHERE N

M 1D

#35(%)
7| B8 0.1% Vs
I-1 ALL-CMSI-C10b'bMe-2-TG- jih # 5 B 3
[1474]

I-4 ALL-CMSI-C8b'bMe-2-TG- 3t & fs B 3
I-5 ALL-FSI5-C12a'aMe-2-TG D 3
1-6 ALL-CMSI-C12a'aMe-2-TG D 3
1-7 ALL-C10-2-TG A 3
1-8 ALL-CMSI-C5bMe-2-TG B 3

[1475] A (45)
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[1476]

[1477]
[1478]
[1479]
[1480]

KA-6 X8 BFA
f4-% 1D &% FHIEGHHERE | N
$%38(%)
I-1 ALL-CMSI-C10b'bMe-2-TG- i & A5 B 3
1-3 ALL-ASI-C12a'bMe-2-TG-t 8% B5 C 3
I-4 ALL-CMSI-C8b'bMe-2-TG-jh B4 B B 3
" ALL-ASI-C5bMe-2-TG-i# # 8 A 3
L12 ALL-TML-C8bMe-2-TG s # D 3
1-13 ALL-ASI-C8b'bMe-2-TG-3h & B B 3
14 ALL-TML-C8b'bMe-2-TG i & & D 3
L16 ALL-CDMPHB-C8b'bMe-2-TG- i # D 3
1-29 ALL-CASI-C8-2-TG- it & B - 3
1-30 ALL-CASI-C8b'bMe-2-TG-th B4 g B 2
132 ALL-ASI-C10b'bMe-2-TG- i 8 55 B 3
1-35 ALL-CMSI-C12b'bMe-2-TG- ¥ 8% & D 3
- ALL-CASI-C5bMe-2-TG-i# #: 8 B 3
1-40 ALL-ASI-C6-2-TG- it 8 & B 4
141 ALL-ASI-C8-2-TG- it 8 8 B 3
42 ALL-ASI-C8bMe-2-TG- i & & C 2
1-43 ALL-CMSI-C6-2-TG-h B% 85 B 3
a4 ALL-CMSI-C8-2-TG- i 85 B 3
I-45 ALL-CMSI-C8bMe-2-TG-# B4 B B 3
1-48 ALL-ASI-C8b'Me-2-TG- i & &% B 3
1-49 ALL-CASI-C8b'Me-2-TG-ih 4 B B J
- ALL-CASI-C5-2-TG- 3 i c 3
151 ALL-CASI-C6-2-TG- i 4. 5 B 3
152 ALL-CASI-C8bMe-2-TG- i# 8 85 C 2
ALL-CDMOPHB-C10b’bMe-2-TG-d &
I-53 5 D 3
154 | ALL-CDMOPHB-C10bMe-2-TG- 3 # & B 2
S 14 - KB AR N RACSE B 25 K30 715 (PK) W 7L
N APl

9T VI A0 FBRAEIR FIEE IR TR F LG 25130 4120
%R AEZG R — R 4 PR S~ ORI IR (240-3200) IR, JE AT 5

BRI E o SR A KB R R BRI AR SE IR AR AT AR e i B, A oK 35 R F B il
o) 2k B e L Ik A e S A BEAA A S W BT 24 1) #1750 R AE - Smin (45 25 R0) (4 2 e
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0.25.0.5.1.1.5.2.4.6.8F124/ NN SRS BKAEE WCER LAE K, EDTAE 22 /R HTkE ML) o
FE LR R AR A TR], KR vT DL B ARK , ABFE 2540t S T3 DR 38 2% B 8h o 75 1% L6 Jj1) 4 Jot ez 1l
(ALLO) AHZHIF 78 A, o I ¥ AE A L3500 X g 85 0obmin , LAy 5 1 3% o 75 I8 i HPLC-MS -MS il &
T W AL AN AFAE -20°C R o M8 MR FEA I 25 259 (R EAEH WERAH OS24 L IF A
FEI 5E F A K AR o 1) 1170 B 78 n /& EDTABR AT 2 DA 4E 74 & (1 il g

[1481]  fERSSiEALT , TR R KR P ET 255 &8 20 BUE40mg IR . 25mg Tween SO
2ml PBSH [12mg ALLORT 24 o 44 57 & LA 2mg /kg 4 = &) ALLO (B B Zke i i) 7E IH— 14k
ZMFIFEAR SO PR A I o

[1482] ¢ —L6iH 00N, 48 FH UL R #1575 (“SEDDS-CremEL”) K Hi 25 A 100mg/g KR 3 1A
£ K& M. cremophor ELFImaisine-CCHJ1:1: LV EWIH AELE 2 Z |l , 5 1] 77 7 BUAE 7K
(10x) HH & A 4 T 2 BN 10mg /mL , F 38 387 1A% PAmL /kg 25 2 . T A FHAL & T-21E R
SR AT i 1 AT -

[1483] 1. 3RMLAELI30mL N PSS FR ZE IR (EAL BT -2/ L N N Z1262mg) .
[1484] 2. FiyE & SEDDSHIF (1:1:1 K& maisine CC.kolliphor EL (%1.5 g)) ,#E37
C IR G I FAT30min, & R AR S .

[1485] 3. SEDDSHII IS i 21 Fr $2 /N b i) il (&L 90 1) (100 mg/g, %F T
262 . bmgHif 25 Vs N &892 . 3681 SEDDS) H , iz H E 444 , £ 37°C F-F#5304 8, 3F HAR )G
EER T REHA SR (B AZRE.

[1486] 4. fEENIGL5 252 B, %4157 A1 9f SEDDS (g) : 7K (mL) HL & (6fF-262.5 mgi 2+
2.36g SEDDS, ¥ fN23.6g7K) 7 S7E /K HR CEE 7K 03 BT B AR 1 /N H RO VR & LA i
PSR R R EER .

[1487]  Syidedh, 7E FHL AR LR, A8 FH LT #1577 (“SEDDS-Peceol”) ¥ HIZ5LL50 mg/gak
150mg/ gk FE VR R T 2 BRIl (25%) cremophor RH40 (48%) Fllpeceol (27%) HIVRE4)
(w/w) H o TEER 25 2 JIF W 1 7 73 BLE 7K (5x) R B e 2817 259 5 29 10mg /mL A 30mg /mLL , 38
B DAL kg4 24

[1488]  RBEIR TR BIPEAL S W~ 24 1M1 2 AUC . Tmax FlCmax {8 o f LN AR 7K K 43
BURA YD, A0 A PDIEC ] BT S e 451 3 B ok 1) 225 T g Jola 14 il 7).«

[1489] KB /R BT AL & PIHI KR 2530 115 45
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e ¥k AUC, 0-24h Cmax (nmol/L)
#H Tmax (h) (SD)

%5 (nmol-h/L) (SD) (SD)
I-1 & %) ) 592 (98) L5 (-) 387 (79)
1-5 A I F 83.9 (53.1) 1.8 (0.6) 62.8 (41.8)
1-6 I F) 320.9 (34.2) 1(-) 239.2 (1.2)
1-7 B ILH 504.8 (64.5) 1.38 (0.2) 393.8 (131)
1-8 R ILH ) 368.1 (25.7) 2.3 (1.4 241.2 (43.9)
1-9 B I A 192.1 (53.3) 1.3 (0.3) 126 (48)
1-10 E ) F 117.3 (19.8) 1.5 (0.5) 68.9 (11.8)
I-12 & I 249 (21) 1.5 (-) 178 (41)
1-14 & ILH F) 132 (58) 1.5 (-) 96 (46)
1-16 & L H F) 29 (6) 1.7 (0.3) 14 (5)

[1490] 1-29 & L F) 107.9 (47.7) 1.7 (0.3) 61 (26.7)

1-30 R ILH ) 293 (81.7) 1.67 (0.3) 202.7 (50.9)
1-35 &L %) # 163.4 (49.3) 1.17 (0.3) 120.6 (19)
1-36 | SEDDS-CremEL 312 (57) 1.2 (0.3) 242 (62)
1-37 | SEDDS-CremEL 191 (36) 0.8 (0.3) 138 (49)
1-38 | SEDDS-CremEL 450 (64) 1(-) 335 (60)
1-39 & ILH F) 509 (201) 1.3 (0.6) 314 (133)
1-40 & I F) 265 (97) 1.7 (0.3) 165 (73)

1-41 R ILH ) 211 (72) 1.7 (0.6) 129 (26)

1-42 & L) ) 470 (75) 1.5 (-) 334 (183)

1-43 R I A 307 (62) L5() 208 (27)

1-44 & I ) 220 (28) 1.5 (-) 150 (32)

1-45 ZILH ) 347.3 (67.6) 1.5(-) 282 (38)

1-49 & I F) 513 (41) 1.7 (0.3) 370.5 (37.3)

1-50 V. & Fi 270 (130) 1.5 (=)

151 A 357.5 (48.9) 1.7 (0.3) 193.3 (5.3)

[1491] 152 & I H A 268.2 (61.1) 1.7 (0.3) 150.1 (24.7)

1-53 & ILH 7 409.7 (82.6) 1.5 (-) 208.9 (19.5)

1-54 & ) F 352.4 (94.8) 1.5 (-) 187.5 (12.7)

[1492] RERCER TILEW-20E KR A FIPKLE
[1493]  RC.ALEWIL-2/ 254838 J122 45 R
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b 3 Coax | Tmax | Tiz | AUCinf ob | AUC_D Inf
#H N
mg/kg uM h h pM*h pM*kg*h/mg
[1494] 10 | SEDDS-CremEL | 5 | 1.15 | 08 | 1.4 | 1.75+0.16 0.175
30 | SEDDS-CremEL | 5 | 2.76 1.0 | 13 5.43+1.1 0.181
100 | SEDDS-CremEL | 5 | 6.51 1.6 | 0.9 21.742.8 0.217

[1495]  FRDERS T EYIT-27E KR FIPKE IR
[1496]  RD: AL G- 276 K P 2540380 F1 2445

ME Cuax | Tmax | Tiz | AUCINF obs | AUCINF_D_obs
# M N
mg/kg nM | h h nM*h nM*kg*h/mg
[1497] 100 | SEDDS-CremEL | 5 |4127| 1.3 | 2.2 16159 161.6
100 SEDDS-Peceol | 5 [3905| 2 | 23 16281 162.8
300 SEDDS-Peceol | 5 |7250| 2.8 | 23 40793 136.0

[1498]  FRAE M bR HEERAVERR T, 18I SR ik dd i (JVO) SREEMAE . i R ICTE M FEER
RO REEFEAS, MR A Wk v e 1) b AE R VRS 7, A FH B AR S HE R R AR AL 0% T
BT R LA

(14991 i BRI , ¥ AU 6 21 25 A S Pt i) 1) 308 b o B ol B Pike A bul IR iy i 417
i1l 751 (B &4k, ZEDMSO A SN 2mg/mL) F110uL complete TMER FH FfE 00 1) 3575 Wi (= WLl 5 7
R) IR UK B A

[1500] il i AF /e iR ok b, BRI E30min Nl i B0 (F£5°C F3500rpm HF 4E
10min) AbFR RS o BEAEAS 73 B S50 (2x 50uL) , 55 A% 2 B i I A5 e b 25 1 228 Ik
B, FEALERRFR-T0°C N EE2HR, t FEs,

[1501] SR E R N REIME2H .

[1502]  REL. KB A4 P () 25 ol 2 o et Pl

fo a3 ID Vil 2 Tmax Cmax AUCinf
(umol/kg) (h) (uM) (nmol-h/L)
[-2 8.8 1.5 0.45 1.19
[1503]
[-39 8.8 1.5 0.53 1.34
I-36 8.8 1.5 0.54 1.12
[-47 8.8 1.5 0.52 1.15

[1504]  ZRE2: KR A PN A4 A ] 25 e e e
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a3 ID Vil 3 Tmax Cmax AUCinf
(umol/kg) (h) (uM) (nmol-h/L)
[1505] I 8.8
-39 8.8 1.07 34 2.50
I-36 8.8 1.76 0.8 3.86
1-47 8.8 1.49 0.9 3.03

[1506]  H 245483 117 5

[1507]  XFFHaft 5 , FER S T 08 2 1 HEVELE A8 R (REEAE9. 1-11. Tkg 2 [H])  # ORAE K2
SHYIHIT 7% % Jite o o 7E 25400t F BT, B 28 8 12h = 30min. fELS 25 i 3040 4f , & R ehinie % 4
20g= Wi &4 (Teklad, TD.07096) , 28 f5 25 5 R 2L 100g 4 IR =k B i o 7E.45 245 11
SERIEUH B AEA/INIS R AU AR T IR B ) (A AT 6l 5 1 4 Sk £ it 200 g 85 ALK BY) o 7
AL AR, BrA F AT ABE SAROK

[1508] S 1 At FH 5 A A 5 P i 26 B AT #1) 751 (“SEDDS -Peceol™) KeHiT25 141030
55300mg /g IR FE VAR T 2 Rl (25%) cremophor RH40 (48%) Flpeceol (27%) HITR &Y
(w/w) H o FELR 25 2 11T, W4 1570 70 BUAE /K (5x) H 22 Fe 44 1T 25 WK B2 2.6, 208 30mg /mL , FF 38 1
B LmL/ kg2 % .

(15091 4n 52 171 i I 2 4H A6 7 dn kb A B () A e v, DT DA 3 g A 3 i B A E J AT g ozt
R R ) A7 B P S R iy LRI A RV A AR A A i TR SRR A
B 5 AT LA 38 e v B s 1 it 10mL oK

[1510]  4nZR b ik BT iR i mit oE A FE TVAR, ] D@ I 4 R ko il B i 48 R 578 DA ik
HEVE (AL 91 . bmg/mLIALLOM] il 551) 177 =it FH BE4& ALLO (0. 5mg/kg 7l &) , S8 5 H
2mLAE 3 E K

(15111 78 i FH A1 5mi nid ik Sk i ik A0 & ik 27 R B ARE (RN R 291 .5mL) , B 224544 f548
/NI AR AR AR BATR], ShAmT L E B JOK (B R 25 W0 F e B IR 2 4/ i)

[1512]  J@Id &0 S IR, FF HOR R I R AR A 1) 5 0 i 3 7% Elleppendorf W&,
FAELC-MSAr Rt A7 7E-80C T &

[1513] FREW/R LEYIT- 201 PKL;

[1514]  RF: AT -2/ 2548 J1 5 45

# & - j - Tiz | AUCINF_obs |[AUCINF_D_obs
M N
mg/kg nM h h nM*h nM*kg*h/mg
[1515] 10 | SEDDS-Peceol | 5 | 8629 |1.9+02|62+1.9 477+ 60 47.7£6.0
30 | SEDDS-Peceol | 5 | 319451 | 240 | 3.9+04 15914327 53+ 109
100 | SEDDS-Peceol | 5 | 919+99 | 1.9+0.2 [ 4.6£0.8 | 6143+ 481 61+48

[1516] 4 N R KRS J12# 0T 5L
(15171 X FARN RKSRBWWIWETC , MEVE B BABCRE CEATT SO T4 AT G AE R 2 S i 7 v it
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H 7E 25 W e FH T I 2 B i 7K, B0 30min 25 FH AT =14, 4 R Tl it 4
TliEPZ30mL Ensure Milkshake, 3 R VFH 3RS IEH € B R KRBV R KK
DK AE 2P F IS A EL L S SR 5 TE 290t FH Ja A/ NS TSR] A2 BE AN B T AR R BT A
ByayBE AR K.

[1518] ¥4 7E [ iRSEDDS-CremELEYSEDDS-Peceol Hil 70 il £ Ml AL &4 . BHAALLO (RIHE
T 24 79 7 Ao I ) 520 96 7 7K P2 TR 26 - B- FORIARG 14D il 750 o ) % o S 750wl ALEAS TR AT AT 7K
BEAT P B 00 N SE 78 2R I AR e B rp . DL Smg/kg4h 25 AL A4, F LK LA . 5mg /kg
LR ZGRIARALLO GRIE v MR 4l 75 ZEHEAT IR HE) o 2594 DL s — i 1 =Xt FH , 24 i ad oot 7 1l v
Jit F10mL 7K o 33t i, o] DL b B 90 43 B 70 Sl A AR 24 6 T TV, W dE i A
K TBCE I 22 e S AR DK AR (B A B2 1 . Smg/mLIYALLO F 1) 541)) 1 777 =it FH B4
ALLO (0. 5mg/kgifll &) , SR G TERRR T8 2 A FH2 mLA=BE 3R /K o

(15191 ARt FH J5 , 76 Jitd B AT 5min 2 45 24 f5 A8 /NS, G sk A/ &) i ik i 1 ik 2 i >R B I A+
(F-291mL) B I FEEE RS B A EDTA APkt A b, B B TRk L B Rk T
AFE  TE RSO BI N , KB I 7E5°C =3°C FLA2200x g 350 1043 B b B 1 # LA 43 5 1
W AETEILLC-MSHM T Z T , ¥ ML FE A AEAE - 80 CHI R A E .

[1520] JE N RKFKZY)

[15211  AKHFFEIAL T BHAAPT (I B2k BE R , ALLO) I 52 5% A 254K 5h J1 2F 45 4L , 1% 1 3% 2
T HTAEN AT (B =RK) 1 LL10mg/kg GELANTHE, ALL- CMSI-C5bMe-2-TG- i & IH
(I-2)).9.88mg/kg (2472, ALL-CASI-ChbMe- 2-TG- JHiE& g (1-39)) .7.57mg/kg (i34
J7 2, ALL-CMST-C5bMe-2-TG- £ Rl (1-36) ) F17.45mg/kg (554472 , ALL-CAST -C5bMe - 2-
TG-FEREG (1-47)) TRt B T i 2 1 e 14 0 7 1 B FLAG 245 435325 2 4t (SEDDS) H 111 il
Jiti FH DO AN [R] (0) 1l 24 51 RE B o B 8 BT IR F3 R « BE i I 5 » S ITE L 25117 3073 Bhid ik
E A2 30mLE Ensure Milkshake FIE S & & &Y. 25 2 5 24/ Ny Y5 25 90) 8 2 AT
TE B o

[1522]  KF3. WAt

FER| HNE
A
Mgy g |fCEBID MEA T T nEwa | | BHE
IR | KE sl S (mg/m |(mL/k| #* &1z s
#H)*  |(mg/kg) L) %) (mL)
ALL- 27%
CMSI-
[1523] ”f . C5bMe-2-| 10 2 5 Pe:;f:/i’ PO 10
TG-iis 8. A Cremophor
5 (1-2) RH40,
ALL-
25%
2/% 4 CASI- o
@ CsbMe2-| 988 | 1.98 | 5 z,ﬂﬁt}é\:o‘ PO | 10
TG- 3 . 5 (R iE7 R
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(1-39) A 1:4 5

ALL-
ALL Bt k)

3% T C5bMe-2-| 757 | 1.51 5 PO 10
X TG-4 #: 8%
(1-36)
[1524] ALL-

CASI-
4/% 10
5 C5bMe-2-| 745 1.49 5 PO 10

A TG- B B

(1-47)

*SEDDS #1 #|=i%#% F 27% Peceol. 48% Cremophor RH40. 25% % Jjik ik ¥ 49
TA. (#3E £ 7769 DF #1& 75 %, WA 14 58 EKT).

[1525] X TRr A4 NG 27 IR, R B R RS S8R 0 ks 25 2 /1, H SEDDS (27%
Peceol.48%  Cremophor RH40.25% 2 Ryl I /K FBE) TSl fl 54 .

[1526] 4y A P £ B 0T DU AN 7 R A 0 11 Bt FH R AR 259002 R 4 52 1) o 7E 25 2 JE 1)
P I 18] £ (45 245 )50 5 28 24/NF) S5 F] 2 LR B oA U 2 AT 25 (T- 2.1-39.1-36A01-
47) o« BRARTE P 45 24 Ja T 18] 55 (45 24 J5 24/ ) ) B AT A i 1LV ALLO, {H i BSALLO 3= 2EAE 25
24 Je 1/INIE 22 87N 2 [B) A 0 21

(15271  f§ FH% HPhoenix 64.WinNonlin 6.3 (Pharsight,A CertaraTM Company) #EAT
NCA, LA 71 BSALLOFISALLO APT (¥ 5255 o E ZMINCAZ AN T FTvR o 45 R /R FERFARIFS
H,

[1528]  RF4 . NHPH ()i 25 1) 22 e et

= i
10,25 D Tmax Cmax AUCinf
umoL/kg hr uM nmol-h/L
[1529] [-2 8.8 4.0 0.10 0.70
-39 8.8 4.0 0.14 0.77
I-36 8.8 4.0 0.10 0.62
[-47 8.8 4.0 0.12 0.78
[1530]1  RF5. NHPH ] ot 1) B2 4 19 il
ik 3 Tmax Cmax AUCinf
FN
1644 ID umoL/kg hr uM nmol-h/L
[-2 8.8 3.2 1.8 13.4
[1531]
1-39 8.8 4.4 1.07 7.04
[-36 8.8 4.0 2.72 16.2
[-47 8.8 4.0 1.17 7.4
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[1532]  Sijit 5 « 8t KRR Y A v B8 g N T B A K SEAL 4

[1533] PR &P R SRR iR o] L 5O R TE Al — il & kit AT AR R E A
Ta 2 w1 (R AE R AR - WA IE N s )R J7) 5 8 st L JoR 7 47 5 AR I R B A USC B K R T AL
T o 1K JO VT A IS SCBR IR AR o A 3 SR BR VAT 2h, 2 I I B4 23 1 i o i 1) (e K
B VR 2L IS BT 5 R B I 1) 2% (E NS N5 4) LA2 . 8mL/hiy sl Ry E B - — 48 1% , AL
Y] a0 A AT IR IR AR FRTESTC R, FRAENSE J50 . 5hy B TR &1 A1 24 7K i S . 7K
FR S IR I B I 290 . 375mL K R AL 5 £90 . 625mL A% 24 I J5 i 7] (i ok BRI B2 @ i o o
Frid) — iR & (37°C) SRt AT  FEAR R F5 I8 T 5T b, YH AR5 il 70 R A AR LU K A UL RE
FBRA AL (- 1. 5mL/h) A+ 45 iz N R ads i 22 (2. 8mL/h) o #F LORLZEA 1A (FE0 .
2.5.10.15.30.60.90. 120.180minHUFF) U MAN9IOULLNIE /7K (4:1,v/v) H LT I AEfE , I
JE1 mindHLA4500g S Crbmin LATE 73 AT BT UTIE & 0T 8 IEHPLC-MS /i B iE i vk R 4
ENRTIR L , o M AL & K AR TS LE =)

[1534] Dy 7R o S i SEie = &, BR AR 0 A Ul BH , 1 WAL & V) AR SR K i i @ it 5
6 R HE W — R & R IEAT X BRI TR T AR YRR SRR, A B T e e =, B
72 LU IS KRR B8 R B ke (1 DR K BRI v R Y i Vs PR AR o 187 170 5 2 5 s s TV R 7
K AR S 56 2 1738 L g JER I 40 BT Bm L R A 42 P 16 . 9ul. 0.5M NaOHH R fill 2% o 4 &
TR A, FEAES C T LA3500rpmBS 02 15min, LAFE AL FIE W . 418 FH0.474g tris- 5k
iz & (2mM) .0.206g CaCl, * H,0 (1.4mM) I FHNaOH Y T5 ZpH 6.5/%8.775 g NaCl (150mM) il
2% 1000mLI1) AR MRLZ R - N 1 VAT 25 75 i N /K SR T B B 7237 C N IR 20uL 1T 259
M (Amg/mLIE T 2 E) 900LALH N i R i [H10. 783g NaTDC (3mM) F10 . 291 g A Ik A A
(0. 75mM) £E500 mLJIi fiF 22 vtk v i1l 45 1 A1 1OORL B VA W - 4 AE IR B J50.5.10.15.30. 60,90,
120118043 8 X 200l & ¥ WRE i, FEUS N EI180uL. MeCNHR LLAS: 11 HE A - 75 70 T 2 1T » 1R
A Wi JiE I LA5000r pm &5 L 543 B LAY IE B H T o 44 1@ I HPLC-MS 73 i EIBE M AR R &4
FIHR B, FE AT LB WK IR I AE P24

[1535] 7% 5 VH ARG — ki & I, § 24 10 H i e s 0 QAR TRt B PRt , 38 i 1 46 VA
A3 = A 1 H v B T P A 1 T DA e b PP O T8 25 T i AR E 1 o H i B
TE 2R 56 8, DAE 0 E N Ibk B 58 2 JIT A W b 5 4 B Hp 4t IR RN T T A - 75 -5 3T e
R K B BE Y RO BRI (BPF) BX08% Jik g iy g 4k iR & 10, A0 & 90 0 H b s g T =0 A
SE T3 A1 0 G 0K B T PP At 2 2k 5 A0 T ek 5 i v TR AR A e MR P 52

[1536]  Sjiffsil6 76 kb 78 A g 2 1 HE B R vk E oo AT 25 SRR T T 771

(15371 Dy 7 HR Ik U448 o I Joid i 24 B T80 B V6 T %), 4 T 245 S5 A R A s B TG 0T Il
(LPL, 2002447 /mL) R BB — I & - LPLE7E IE % AR 3 444 N IR 5 B MR TG /K i
1) 5 A , DR b FOUA L A2 1w P IR A 26 470 - TG A i A ) S B Dk 3, 3 B IE R BTG
B sn- 1 flsn- 307 B FI AR IR , S8 )5 0 Be Mg /K A N2 o7 B R 259 o LPLAE AR H 2% A
N 55 IpR T 0 A AR L A /L PN R A PR o TR L, R AR A 5T R, KRR AR LK R FELPL
DA B - S AR P ISV o 9 T TR 7K AR, 410l LPLYA VR (10, 0008447 /mL) ¥R ANE 10uL A
251 (Img/mLIE T 2. 15) F5000L2 [ Wt 4 - 3 R K RO R G RO E3TC R
BE AR EE0.5.10.15.30. 60.90.120F1180% FHELIR B VAL M (20ul) , 344 3
ASINEI980uL 9:1 (v/v) MeCN/7KH LA IENR A - 7553 B 1, KR & W itn i I LL4500g T~ &
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o543 B LLITTIE 2R 3 5 o B3 1 HPLC-MS /MS 3 A 35 ¥ A B T 6 97 7 IR

[1538]  Sijiffsil7 76 %b 78 A i 2 1 R I I o AT 23R SR T A T 771

(15391 S 7 ¥R W 25 25 W75 AR 96 38 b TG T 24 B9 R 38, K5 10 25 5 b 72 IR 8 A g i il
(LPL,200TU/m1) P M CRER A BN — iR & - LPLA2RTE M JIg 82 3 AH S TG/K i e
T L ORI , DR M U L R RS 259 - TG g A i At ) B ok 2, 32
TGRS ) sn-1 Ml sn- 347 B 14 g R » R i 1E ik T i /K A A2 or B RE T 2459 - LPLAE IfiL.
WA EVE AR AR AR B AR T B R A LB PN B A R s SR T - R, £ H A AR S A
w1 R 78 A LPL LA B b s B Ak p 175400

[1540] K 7 UG /KR, 4 10ul LPLYAWE (10,00010/ml) AR N2 10u]l B 259 (1 mg/ml i
FH YL, HI A0 THE \DMSOEK, £, ) F1500u1 7S [ M KRS+ SR SWHEE3TC RIS
BRI B J50.5.15.30.60.90. 1201 1804 £ HUE & A BIHE M (2011) , FFENE] 18011 2,
I LA I RR AR - 7 5 AT 2 11 BHR S P0IRE FE LA4500x g B5.0057) B LAYTIE 5 A T - A4 il itk
HPLC- MS/MSZ>#r b3 ¥ - 5T 25K AR IV TE P24 MGTE =X BR T XA B 2540) o

[1541] K AEAN TS A LPLI KSR 0 fE AR/ BN I 2% A 0 5 Bt 326 67 2540 & 4 B AR AR /K i i
2.

[1542]  RG1-G4E~ T MR 0 AN/ BN 22 A AR BEAARAPT (B3 25 1) 4 o I i)
[ S b AR SN & N “N AL A 0 5 7R =60 % BRI I3 HF 5 AR AR UG 52 N “B” 1
1AW 7 =20 % <60 %6 BETHCR IR H s AR MR TUHR 28 9 “C” A A 4 . 7 <20 %6 R Tl 2]
M.

[1543]  RGL . AFAE TR B LR Ve 25 0 A e B ] (BEAAAPT) 1) 1 43 B

oty | KRERWALE | oY | ZRERWALE | LEW | XRERWAL
1D 89 7E4k API (%) 1D #9744k API (%) 1D #54R API (%)
I-1 E I-14 B 1-41 A
I-3 A I-16 A 1-42 A
1-4 A 1-29 A 1-43 A
1-6 A 1-30 B 1-44 B
I-7 B I-31 B [-45 A
1-8 A 1-34 B I-51 B
1-9 B 1-35 A 1-52 A
1-12 A 1-39 A 1-53 A
1-13 A 1-40 A 1-54 B
(15441 32G2. I F A2 LRI B T4 AR (BEPRAPT) H P 43 L
N I S 4 R A74E ) BEIEAPT (%)
1-8 B

[1546]  ZRG3 A I3 A A 1 3 18 ) 2 e I B (BRAARAPT) 1) 20 b
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bt | ERERTALE | e Y | ZRERWALE | EY | ZRERWTAE
D 437k 4R APL(%) 1D #9745 AP (%) 1D 49 F 1k APL(%)
I-1 C 1-29 B 1-41 B
12 B 1-30 B 1-42 B
[1547] 1-4 C 1-31 C 1-43 B
19 B 1-32 E 1-44 B
I-10 C 1-34 C 1-50 A
1-12 C 1-35 C I-51 A
I-13 C 1-39 B 1-52 A
I-14 C 1-40 A -53 C
[1548]  2RG4. NI AP A7 AL T 88 3 22 e B2 (REARAPT) (9 1 20 b
bt | FHRERMAEL | oY | TRERNAL | bl | SRERHAEAL
ID | ®AKAPI(%) | D | #FKAPI(%) | D | #F4k API(%)
12 C 1-39 B 1-49 B
1-8 C 1-40 B 1-50 A
1549] 19 C 141 C 151 A
1-10 C 1-42 C 1-52 B
I-12 C 1-43 C 1-53 C
1-29 B 1-44 C 1-54 C
1-30 C 1-45 C
1-32 C 1-48 c
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